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GREAT LAKES 
MARKETING AI 
RESEARCH 1111 Child Panel 
3361 EXECUTIVE PARKWAY, SUITE 201 I TOLEDO, OH 43606 

TEL 419.534.4700 I FAX 419.531.8950 ! WWW.GLM.COM 

CRP Da1a Review for Cel1ification 

Date: 
Package: 
GLM: 

Fa!!ure level 

Child received 

December4, 2012 
0.4mL Advantage® II Tube in Foil Pouch 12/12/40 for Small Dog and Small Cat 
12445 (ID # 38993) 

Each child was given ten pouches containing tubes. The tubes are not child-resistant. Access 
to nine was considered a failure. Any opening or leakage was considered a failure. 

At the beginning of each test period, the child received ten pouches. The pouches contained 
water filled tubes. The tubes were not child-resistant. 

50 children 
Age distribution Age 42-44 months 30% (7 males, 8 females) 
for children Age 45-48 months 40% (10 males 10 females) 

Age 49-51 months 30% (8 males, 7 females) 

0 children accessed nine pouches in the first five minutes 
0 children accessed nine pouches in the second five minutes 

Access rate 0 children accessed in the fu!! ten-minute test period 
A total of 50 children were tested, 
First f1ve minutes: 100% Child Effectiveness 
Full ten minutes: 100% Child Effectiveness 

A total of 13 sites were used to complete the testing of the children. A complete list of site 
information is detailed in the report. 

Sites Site 0838: 2 children, Site 1077: 2 children, Site 1275: 2 children, Si/e 3460: 4 children, 
Site 3467: 2 children, Site 3494: 2 children, Site 447 t: 2 children, Site 5509: 2 children, 
Site 7096: 8 children, Site 7272: 10 children, Site 7310: 4 children, Site 7349: 4 children, 
Site: 7350: 6 children 

Testers 
A total of 7 testers were used to complete the pane!. 
Tester 64: 12 children, Tester 75: 12 children, Tester35: 8 children, Tester 83: 8 children, 
Tester 74: 6 children, Tester 31: 2 children, Tester 77: 2 children 

Findings 
This analysis shows that the package described herein meets the 
requirements of 40 CFR Part 157. 

Great Lakes Marketing 
Data collected 3361 Executive Parkway 
and verified by: Toledo, Ohio 43606 

Lori Mitchel! Dixon, PhD, Project Director 
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Child-Resistant Packaging (CRP) Child Panel Test of 0.4mL Advantage® II 
Tube in Foil Pouch 12/12/40 for Small Dog and Small Cat 

1. Introduction and Purpose 

Bayer Animal Health, Shawnee, Kansas, has been marketing Advantage® II containing 9.1% 
imidacloprid and 0.46% pyriproxyfen as a spot-on formulation for dogs and cats for the 
control of fleas (all stages) for several years. This product is sold in four different volumes for 
dogs and three different volumes for cats. The volumes are based on body weight bands. 
Canine dosages are 0.4-mL (for dogs up to and including 10 lbs body weight), 1.0mL (for 
dogs between 11 and 20 lbs), 2.5mL (for dogs between 20 and 55 lbs) and 4.0mL (for dogs 
greater than 55 lbs). Dose amounts (mL) are filled in individual tubes and each dose size 
(mL) is currently available in two different package quantities -a 4-tube blister package and 
a 6-tube blister package. Feline dosages are 0.23mL (for cats and kittens 8 weeks and older 
and under 5 lbs), 0.4mL (for cats and kittens 8 weeks and older and 5 to 91bs) and 0.8mL 
(for cats 8 weeks and older and 9 lbs and over). As with the canine presentations, the dose 
amounts (ml) are filled in individual tubes and each dose size (mL) is available in tvvo 
different package quantities- a 4-tube blister package and a 6-tube blister package. 

Instead of marketing the tubes in a blister package, Bayer Animal Health now wants to market 
the product in a "treasure chest" outer box containing a certain number (4 or 6) of single 
pouches (a single tube enclosed in a child-resistant pouch). The single pouches are made from 
aluminum foil (material# 01446067; PET/AUPE 12/12/40 and/or (material# 80685238 
PET/AUPE 23/12/50) for all sizes (volumes) of the existing tubes based on the resu~s ofthe 
child-resistant package (CRP) testing. The selected single pouches will be packaged in one of 
two sizes of" treasure chest boxes" (4-tubes pack! box dimension 108 x 34 x 120 mm & 6-tubes 
pack/ box dimension 108 x 34 x 168 mm). 

As the acute toxicity for the Advantage® II formulation in a laboratory animal study with adult rats 
was below the 1500 mg/kg criteria of40 CFR Part 157.22(a)(1) and as the product will be 
recommended for residential use, the product must be packaged in a child-resistant packaging. 
Based on an earlier CRP testing, the individual tubes alone did not qualify as child-resistant and 
therefore were sold in child-resistant blister packages. Thus, the component of the single 
pouches, the aluminum pouch (and not the enclosed tube), is designed to be child resistant. 
After discussions with Dr. Rosalind Gross of EPA for the development of the original CRP blister 
packaging, Bayer Animal Health had agreed to the following criteria for child-resistant packaging 
testing. 
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Calculation of the Toxic Dose to a Child 

The acute oral LDsofor Advantage® II product (formulation with 9.0% imidacloprid and 
0.48%pyriproxyfen) was determined to be 1,098 mg/kg for female rats.

1 

The number of different sized (volume) tubes that would have to be ingested to induce 
toxicity in a 251b (11.4 kg) child is summarized in Table 1. "Toxic dose" for this product 
as defined in 40 CFR Part 157.22 and that confirmed by Dr. Rosalind Gross of US EPA is 
the acute oral LD.;o value. The density of the product, 1.092 gimL, was used in the 
supporting calculations. Therefore, the toxic dose for a 25 lb (11.4 kg) child amounts to 
11.5 ml of Advantage® II formulation. 

Table 1. 
Tube Sizes, Number of Tubes as Toxic Dose for a Child, and Test Failure Criteria 

Advantage® II 
No. of Tubes* Constitute 

Test Failure Criteria (F) as Toxic Amount for a 
Tube Size (ml) 

Child 
(#Tubes Accessed by a Child) 

0.23 50 (49.9) 9 .. 

0.4 29 (28.7) 9 
0.8 15 (14.4) 9 
1.0 12(11.5) 9 
2.5 5 (4.6) 5 
4.0 3 (2.9) 3 

.. 
*Number tn the parenthests ts rounded off to the next htgher tnteger. All tubes are stngle use only, whtch means 
each tube contents are used as a single application. 
"*Per EPA guidance, accessing a minimum of 9 tubes are recommended as the test failure criteria for child panel 
testing when 9 tubes represent a toxic dose for a child. 

Child-Resistant Package (CRP) Testing of Single Pouches 

Bayers Advantage® II single pouches will be made from two different aluminum (AL) foil 
types. Each aluminum foil contains a layer of polyethylene terephthalate (PET) on the outside 
and a layer of polyethylene (PE) on the inside. The specifications for the two foil types are as 
follows: 1) PET/AUPE; 12/12/40 microns (material# 01446067) and 2) PET/AUPE; 23/12/50 
microns (material# 80685238). 

1 MRID No. 47089411, "An acute oral LDso study in the rat with M880 Insecticide," EPA 
Guideline No. 870.1100, Bayer Report No. 75922 (ID No. 23792), D.A. Eigenberg, 2007, 
34 pp. 
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Bayer has conducted CRP testing of single pouches each one containing a 4.0ml, 2.5ml, 
1 mL, O.Sml, 0.4mL or 0.23mL tube. The first 4 sizes will continue to be marketed for use in 
dogs and the last three sizes will continue to be marketed for use in cats. Please note, 0.4mL 
size is common for both dogs and cats. Therefore, the CRP testing of single pouches made 
from 12/12/40 aluminum foil type or 23/12/50 aluminum foil type for all sizes ofthe product 
would include for each foil type 6 CRP studies (i.e., 6 child panels+ 6 senior adult panels) for 
the dogs and cats. As a guideline requirement for the CRP testing, all plastic tubes were filled 
with appropriate fill volume of pure water. 

The pouch specifications, identification details, and photographs for the pouch tested are 
presented in Appendix 3 

Child-Resistant Packaging (CRP) Child Panel Test of 0.4mL Advantage® II Tube in Foil 
Pouch 12/12/40 

Great Lakes Marketing Research (GLM) conducted a child panel test of 0.4ml Advantage® II 
Tube in Foil Pouch 12/12/40, Batch No. KP07VF9, using a panel of 50 children aged 42-51 
months. The test protocol prescribed in the Federal Register, Title 16, Part 1700.20 was 
followed. 
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Photographs 

Ten pouches (12/12/40), each containing a 0.4ml tube, as given to a child 
for testing (GLM Project No. 12445. 

Page5of7 

6



( 

( 

( 

( 

Photographs 

Ten pouches (12/12/40), each containing a 0.4ml tube, as given to a child 
for testing. One pouch shows its reverse side (GLM Project No. 12445). 
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Photographs 

Scissors were used for a demonstration by the tester only. A pouch 
(12/12/40) is photographed showing one end of the pouch cut off with 
the scissors and the 0.4mL tube is removed from the pouch (GLM 
Project No. 12445). 
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Appendix 2 
CRP Data Review for Certification (Adult 

Panel)- ID 38994 
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GREAT LAKES 
MARKETING 
RESEARCH I Senior Panel 
3361 EXECUTIVE PARKWAY, SUITE 201 I TOLEDO, OH 43606 

TEL 419.534.4700 I FAX 419.531.8950 I WWW.GLM.COM 

CRP Dala Review for Certification 

Date: 
Package: 
GLM: 

Failure level 

Adult received 

December 05, 2012 
0.4mLAdvantage® II Tube in Pouch Foil 12112140 for Small Dog and Small Cat 
12445 (10#38994) 

Failures include those who were unable to open the first pouch and tube, or the second pouch 
and tube) or unable to open the second pouch and tube in the required 60 seconds. 

At the beginning of each test period, the adult received one pouch. The adult was allowed up to 
five-minutes to familiarize themselves With opening the pouch and the tube. The second pouch 
the adult received required them to open both the pouch and the tube within the one-minute 
test oeriod. 

100 adults 
Age distribution Age 50-54 years 25% {8 males, 17 females) 
for adults Age 55-59 years 25% {7 males, 18 females) 

Age 60-70 years 50% {15 males, 35 females) 

0 adults failed to open package A pouch 
1 adults failed to open package A tube 
0 adults failed to open package B pouch 

Access rate 0 adults failed to open package B tube 
1 adult failed to open package B pouch and tube in the required 60 seconds 
2 total failures 
98.0% Senior Adult Use Effectiveness 

A total of 12 senior adult test sites were used. 

Sites 
Site 107: 16adults, Site 128:16 adults, Site 246: 13 adults, Site016: 12 adults, 
Site 200: 12 adults, Site 004: 9 adults, Site 045: 7 adults, Site 022: 6 adults, Site 094: 4 adults, 
Site 119:2 adults, Site 144:2 adults, Site 003:1 adult 

Testers 
A total of 8 testers were used. 
Tester71: 24 adults, Tester 76: 22 adults, Tester88: 17 adults, Tester85: 16 adults, 
Tester 30: 14 adults, Tester 38:4 adults, Tester61: 2 adults, Tester40: 1 adult 

Findings 
This analysis shows that the package described herein meets the 
requirements of 40 CFR Part 157. 

Great Lakes Marketing Research 
Data collected 3361 Executive Parkway 
and verified by: Toledo, Ohio 43606 

Lori MitcheR Dixon, PhD, Project Director 
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Package Description: 0.4ml Advantage® II 
Tube in Pouch Foil12/12/40 

Child-Resistant Packaging (CRP) Senior Adult Panel Test of 
0.4mL Advantage® II Tube in Pouch Foil12/12/40 

1. Introduction and Purpose 

Bayer Animal Health, Shawnee, Kansas, has been marketing Advantage® II containing 
9.1% imidacloprid and 0.46% pyriproxyfen as a spotMon formulation for dogs and cats for 
the control of fleas (all stages) for several years. This product is sold in four different 
volumes for dogs and three different volumes for cats. The volumes are based on body 
weight bands. Canine dosages are 0.4-ml (for dogs up to and including 10 lbs body 
weight), 1.0-ml (for dogs between 11 and 20 lbs), 2.5-ml (for dogs between 20 and 55 
lbs) and 4.0-ml (for dogs greater than 55 lbs). Dose amounts (ml) are filled in individual 
tubes and each dose size (ml) is currently available in two different package quantities -
a 4-tube blister package and a 6-tube blister package. Feline dosages are 0.23-mL (for 
cats and kittens 8 weeks and older and under Sibs), 0.4-ml (for cats and kittens 8 weeks 
and older and 5 to 9 lbs) and 0.8-ml (for cats 8 weeks and older and 9 lbs and over). As 
with the canine presentations, the dose amounts (mL) are filled in individual tubes and 
each dose size (mL) is available in two different package quantitiesM a 4-tube blister 
package and a 6-tube blister package. 

Instead of marketing the tubes in a blister package, Bayer Animal Health now wants to 
market the product in a "treasure chesf' outer box containing a certain number (4 or 6) of 
single pouches (a single tube enclosed in a child-resistant pouch). The single pouches are 
made from aluminum foil (material# 01446067; PET/AUPE 12/12/40 and/or (material# 
80685238 PET/AUPE 23/12150) for all sizes (volumes) of the existing tubes based on the 
results of the child-resistant package (CRP) testing. The selected single pouches will be 
packaged in one of two sizes of" treasure chest boxes" (4-tubes pack/ box dimension 108 x 
34 x 120 mm & 6-tubes pack/ box dimension 108 x 34 x 168 mm). 

As the acute toxicity for the Advantage® II formulation in a laboratory animal study with adult 
rats was below the 1500 mglkg criteria of 40 CFR Part 157.22(a)(1) and as the product will 
be recommended for residential use, the product must be packaged in a child-resistant 
packaging. Based on an earlier CRP testing, the individual tubes alone did not qualify as 
child-resistant, and therefore were sold in child-resistant blister packages. Thus, the 
component of the single pouches, the aluminum pouch (and not the enclosed tube), is 
designed to be child resistant. After discussions with Dr. Rosalind Gross of EPA for the 
development of the original CRP blister packaging, Bayer Animal Health had agreed to the 
following criteria for child-resistant packaging testing. 

Page 2 of8 

11



( 

( 

( 

( ( 

Calculation of the Toxic Dose to a Child 

The acute oral LDsofor Advantage® II product (formulation with 9.0% imidacloprid and 
0.48%pyriproxyfen) was determined to be 1,098 mg/kg for female rats.1 

The number of different sized (volume) tubes that would have to be ingested to induce 
toxicity in a 251b (11.4 kg) child is summarized in Table 1. "Toxic dose" for this product as 
defined in 40 CFR Part 157.22 and that confirmed by Dr. Rosalind Gross of US EPA is the 
acute oral LDso value. The density of the product 1.092 glmL, was used in the supporting 
calculations. Therefore, the toxic dose for a 25 lb (11.4 kg) child amounts to 11.5 mL of 
Advantage® II formulation. 

Table 1 
Tube Sizes, Number of Tubes as Toxic Dose for a Child, and Test Failure Criteria 

Advantage® II No. of Tubes* Constitute 
Test Failure Criteria (F) 

Tube Size as Toxic Amount for a 
(mL) Child 

(#Tubes Accessed by a Child) 

0.23 50 49.9 9 .. 

0.4 29 28.7 9 
0.8 15 14.4 9 
1.0 12(11.5) 9 
2.5 5 4.6 5 
4.0 3 2.9 3 

• Number 1n the parentheSIS IS rounded off to the next higher rnteger. AU tubes are Single use only, wh1ch means 
each tube contents are used as a single application. 
**Per EPA guidance, accessing a minimum of 9 tubes are recommended as the test failure criteria for child 
panel testing when 9 tubes represent a toxic dose for a child. 

Child-Resistant Package (CRP) Testing of Single Pouches 

Bayers Advantage® II single pouches will be made from two different aluminum (AL) foil 
types. Each aluminum foil contains a layer of polyethylene terephthalate (PET) on the 
outside and a layer of polyethylene (PE) on the inside. The specifications for the two foil 
types are as follows: 1) PETIAUPE; 12/12/40 microns (materiatll 01446067) and 2) 
PETIAUPE; 23112150 microns (material# 80685238). 

1 MRID No. 47089411, "An acute oral LD50 study in the rat with MB60 Insecticide," EPA 
Guideline No. 870.1100, Bayer Report No. 75922 (ID No. 23792), DA Eigenberg, 2007, 
34pp. 
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Bayer has conducted CRP testing of single pouches each one containing a 4.0ml, 2.5ml, 
1ml, 0.8ml, 0.4ml, or0.23ml tube. The ftrst4 sizes will continue to be marketed for use in 
dogs and the last three sizes will continue to be marketed for use in cats. Please note, 
0.4ml size is common for both dogs and cats. Therefore, the CRP testing of single pouches 
made from 12/12/40 aluminum foil type or 23/12/50 aluminum foil type for all sizes of the 
product would include for each foil type 6 CRP studies (i.e., 6 child panels+ 6 senior adult 
panels) for the dogs and cats. As a guideline requirement for the CRP testing, all plastic 
tubes were filled with appropriate fill volume of pure water. 

The pouch specifications, identification details, and photographs for the pouch tested are 
presented in Appendix 3. 

Child-Resistant Packaging (CRP) Senior Adult Panel Test of 0.4ml Advantage® II 
Tube in Pouch Foil12112140 

Great Lakes Marketing Research (GLM) conducted a senior adult panel test of 0.4ml 
Advantage® II Tube in Pouch Foil12/12/40, Batch No. KP07VF9, using a panel of 100 
seniors aged 50-70. The test protocol prescribed in the Federal Register, Title 16, Part 
1700.20 was followed. 
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Photographs 

The pouch (12/12/40), opening instructions, and a pair of scissors 
presented to the senior adults for testing (GLM Project No. 12445). 
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Photographs 

The pouch (12/12/40) as opened by the senior adult and the 0.4mL tube 
removed (GLM Project No. 12445). 
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Photographs 

The 0.4mL tube as opened by the senior adult with the cap reversed to 
break the seal (GLM Project No. 12445). 
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Photographs 

~-,-·~-··· 

___ , ___ _ 
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The cap removed from the 0.4mL tube by the senior adult to empty the 
contents in a plastic cup (GLM Project No. 12445). 
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ATTACHMENT FOR 

APPLICATION FOR PESTICIDE REGISTRATION 

December 14, 2012 

Advantage II Small Dog (EPA Reg. No.ll556-128) 

Purpose of Registration Action: Please find enclosed for the Agency's review and 

acceptance revised draft labeling, dated 12/12/12, for the subject product. The revisions 

to this label are only reflective of our enclosed proposal for an additional new child

resistant packaging. There have been no revisions of any efficacy claims. Please see the 

highlighted version of the draft label that shows the changes. 

We currently have acceptable CRP packaging (designated as OPTION I) data on file 

with the Agency (and the respective CRP Certification letters), but it is our desire to 

replace the current packaging with a different CRP packaging material (designated as 

OPTION 2). To do so, we also needed to revise the opening instructions. These new 

opening instructions were used in the enclosed Child-resistant packaging testing studies. 

Packaging: Based on earlier CRP testing, the individual tubes alone did not qualify as 

child-resistant, and therefore were sold in child-resistant blisters. The current packaging 

for the products (designated as OPTION 1) has an outer cardboard carton with the tubes 

in a child-resistant blister. Instead of marketing the tubes in a blister pack, Bayer Animal 

Health would like the option (designated as OPTION 2) to market the product in a sealed 

"treasure chest" outer box containing a certain number (4 or 6) of single pouches (a 

single tube enclosed in a child-resistant pouch). The single pouches are made of 

aluminum foil [material# 01446067; PET/AL/PE 12112140] for the existing tubes. 

The single-tube pouches will be packaged in one of two sizes of "treasure chest" 9uteF" 

boxes ( 4-tube pack/box dimension I 08 x 34 x 120 mm or 6 tube pack/ bo~ Cfilll~nsioti' I 0~8" 
' ' x 34 168 mm). However, the component of the single pouches, the alumii;l.Um ,:p_ouch Za.:."'ld~ ~ 

' ' ' 
not the tube or box), is designed to be child resistant. ' ,. , ' :. , c "~ 

~' '' <· 

' ' ' ' "''' Labeling Changes: The only proposed change to the draft labeling is: 

Page4: 
" ' ' ' " Addition of new openmg instructions (OPTION 2) - see especially 

Page I of2 

Amendment 12-14-12 Adv II Small Dog Attdoc 
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highlighted draft label. 

No other substantive changes have been made to this label, except for those listed above. 

Therefore, as soon as the data are reviewed and found acceptable, we hope that these 

changes to the label can be accepted by the Agency for this product, as well as, for the 

revised labels of the other Advantage II dog products ~ Advantage II Medium Dog, 

Advantage II Large Dog, and Advantage II Extra Large Dog - submitted concun·ently 

with this application. 

If there are any questions regarding these revisions, please contact us immediately 

[doug.spilker@bayer.com; (913)-268-2751]. 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

WASHINGTON, D.C. 20460 

BAYER HEALTHCARE LLC 
PO.BOX: 390 
SHAWNEE MISSION, KS 66201-0390 

December 27, 2012 

Report of Analysis for Compliance with PR Notice 11-03 

OFFICE OF CHEMCAL SAFETY 
AND POLLUTION PREVENTION 

Thank you for your submittal of 19-DEC-12. Our staff has completed a preliminary analysis 
of the material. The results are provided as follows: 

Your submittal was found to be in full compliance with the standards for submission of data 
contained in PR Notice 11-03. A copy of your bibliography is enclosed, annotated with Master 
Record ID's (MRIDs) assigned to each document submitted. Please use these numbers in all future 
references to these documents. Thank you for your cooperation. If you have any questions 
concerning this data submission, please raise them with the cognizant Product Manager, to whom 
the data have been released. 
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21-Day Screen of Amendment 
(Completed by Contractor) 

21-day Expires on ;/tla 

Document Part Of: ;;5/if. -;:zrr 
MRID, If Any:_...:zll=ftl"-"2=3=.6 ___ _ 

Content Screen: Recommended to 
~Fail 

11-3 Review: ~1Failed/NA 

Overall Status: 5SsVFail 

Document returned to: 

0/ 33
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PRIA 2- 21 Day Content Screen Review Worksheet 
(EPA/OPP Use Only) 

3/23/09 
21 DayScreenStartDate: I~~\C!-..<ol2... 
Experts In-Processing Signature: =:=k~ Date 12-:14-.lo ll- Fee Paid: Yes ..Y" 
Division management contacted on issues No Yes Date 

EPA Reg. Number: 11'561[,- !RlS EPA Receipt Date: /0!- 19- .:<OJ;). 

1 

2 

3 

Items for Review 

Application Form (EPA Form 8570-l)(link to fonn) signed & complete 
including package type 

Confidential Statement of Formula all boxes completed, form signed, and 
dated Form · 
a) All inerts (link to http://www.epa.gov/opprdOO I linens/), 

including fragrances, approved for the proposed uses (see 
Footnote 

no 

Certification with Respect to Citation of Data (EPA Form 8570-34) (Link to 
form) completed and signed (N/A if 100% repack) 

Certificate and data matrix consistent 

If applicant is relying on data that are compensable, is the offer 
to pay statement included. (see Footnote B) 

yes 

Formulator's Exemption (EPA Form (Li~ to form) 

no 

Yes No N/A* 

X. 

>< 

4 and signed (N/ A if source is unregistered or applicant owns the 

5 

6 

Data Matrix (EPA Form 8570-35) (Link to form) both internal and external 
copies (PR 98-5) (Link to PR 98-5) completed and signed (N/A if 100% 

Selective Method 

b) Cite-All (Fee category experts use) 

c) Applicant owns all data (Fee category experts use) 

5 Copies of Label (link to http://www.epa.gov/oppfeadl/labeling!lrrnl) v'" 
(Electronic labels on CD are encouraged and guidance is available)( link to /'-.. 
http://www.epa.gov/pes\icideslregula\ing/registering/submissionslindex.htm#labels 

1 34



7 Is the data package consistent with PR Notice 86-5 (link to PRN 86-5) i 
Notice of Filing (link to 

;( 8 httQ:I/www.eQa.gov/Qesticides/regulating/tolerance Qetitions.htm) included 
with petitions (linl{ to 
h tto://www .e pa,g:o v /oestici des/ reoulating/to leran ces.htm) 

9 
If applicable for conventional applications, reduced risk rationale (link to 

'{ http://www.epa.gov/opprdOOl!workplan/reducedriskhtml) 

Required Data (link to 
h ttQ://www .eQa.gov /12esticides/regu latin 21 data reguirements.htm) and/or 
data waivers. See Footnote C. 

a) List study (or studies) not included with application 

10 
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Comments: 

• Nt:> C&F ~ he 1~ -\<> r-c.vi<:.W 

• S'ccbm.•'\t<rl ~i"-' '\:"'""CO ft': \1-,3 n:'-1(-{.w 

* N/A- Not Applicable 

Footnotes 

A. During the 21 day initial content review, all CSFs will be reviewed to determine 
whether all inerts listed, including fragrances, are approved for the proposed uses. If an 
unapproved inert is identified, the applicant must either 1) resolve the inert issue by, for 
example, removing the inert, substituting it with an approved inert, submitting 
documentation that EPA approved the inert for the proposed pesticidal uses, correcting 
mistakes on the CSF, etc. or 2) provide the data to support OPP approval of the inert or 3) 
withdraw the application. Removing or substituting an inert ingredient will require a new 
CSF and may require submission of data. All information, forms. data and 
documentation resolving the inert issue must have been received by the Agency or the 
application withdrawn within the 21 day period. otherwise. the Agency will reject the 
application as described below. 

To successfully complete this aspect of the 21 day initial content screen, applicants are 
strongly encouraged to verify that all inert ingredients have been approved for the 
application's uses even if a product is currently registered by consulting the inert Web 

3 36



site [link to http://www.epa.Q:ov/opprdOOllinerts/lists.html] and if the inert is not 
approved, to obtain the necessary inert approval prior to submitting an application 
to register a pesticide product containing that inert ingredient. Some inert 
ingredients are no longer approved for food uses or certain types of uses. The name 
and/or CAS number on a CSF must match the name and CAS number on this web site. 
Simple typographical errors in the name or CAS number have resulted in processing 
delays. 

If an inert is not listed on the inert ingredient web site and the applicant believes that the 
inert has been approved, the applicant should contact the Inert Ingredient Assessment 
Branch (IIAB) at inertsbranch @epa.!!ov and resolve the issue. Copies of the 
correspondence with IIAB resolving the issue should accompany the application. All 
new inerts except PIP inerts are reviewed by IIAB. The IIAB should also be contacted 
for any questions on what supporting data needs to be submitted for and the Agency's 
inert review process. Questions on PIP inerts should be directed to the Chief of 
Microbial Pesticides Branch [Link to 
http://www .epa.\!ov/oppbppdllbiopest icideslcontacts bppd.htm]. 

'When a brand, trade, or proprietary name of an inert ingredient is listed on a CSF, 
additional information such as an alternate name of the inert, CAS number or other 
information [link to http://www.epa.'2:ov/opprd00 1/inerts/tips.pdf.] must also be included 
to enable the Agency to determine if it has been approved. Each component of an inert 
mixture (including a fragrance) must be identified. In some cases, the supplier of the 
mixture or fragrance may n~ed to provide this information to the Agency. Prior to the 
Agency's receipt of an application, applicants must arrange with a proprietary mixture or 
fragrance supplier to provide the component information to the Agency or promptly upon 
EPA's request. If the inert ingredients in a proprietary blend (including fragrances) 
cannot or are not identified or provided within the 21-day content review period the 
Agency will reject the application. 

During the 21 day content review, applicants should submit information to the individual 
identified by the Agency when the applicant is informed of an unapproved inert. 

Unapproved Inerts Identified on CSFs 

All applications except conventional new products and PIPs 

Once an unapproved inert is identified on a CSF, the Agency will contact the 
applicant with the following options: 

1. Correct the application by, for instance, correcting the inert's identity or CAS 
number, providing documentation that the inert has been approved, or 
removing the unapproved inert from the CSF or replacing it with one that is 
approved for the application's uses; or 

2. Submit the information and data needed for the Agency to approve the 
unapproved inert If this option is selected and implemented, the Agency may 
request an extension in the PRIA decision review timeframe to accommodate 
the inert review/approval process; 
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3. Withdraw the application (the Agency retains 25% of the full fee for the fee 
category estimated); or 

If none of these options is selected and implemented by the applicant within the 
21 day content review period, the Agency will reject the application and retain 
25% of the full fee of the category identified. 

Conventional New Product Applications 

When the Registration Division identifies an unapproved inert on a CSF with an 
application for a new product that the applicant has not identified as requiring an 
inert approval (R311, R312 or R313), it will contact the applicant with the 
following options: 

1. Correct the application by, for instance, correcting the inert's identity or CAS 
number, providing documentation that the inert has been approved, or 
removing the unapproved inert from the CSF or replacing it with one that is 
approved for the application's uses; or 

2. Submit the information and data needed for the Agency to approve the 
unapproved inert, including any required petition to establish or amend a 
tolerance or exemption from a tolerance. (This option may change the PRIA 
category for the application, which could require a longer decision review 
time and a larger fee. If additional fees are due, they must be received by the 
Agency within the 21 day content review period.) 

3. Withdraw the application (the Agency retains 25% of the full fee for the fee 
category estimated); or 

If none of the above options is selected and implemented during the 21~day 
content-review period, the Agency will reject the application and retain 25% of 
the appropriate fee for the new product-inert approval category. 

PIP Applications 

When the Biopesticide and Pollution Prevention Division identifies an 
unapproved inert on a PIP CSF and a request to approve the inert does not 
accompany the application, it will contact the applicant with the following 
options: 

1. Correct the application by, for instance, correcting the spelling or name of the 
inert to that in 40 CFR 174, or providing documentation that the inert has been 
approved; or 

2. Submit the information and data needed for the Agency to approve the 
unapproved inert. If an inert ingredient tolerance exemption petition is 
required, the petition must be received by the Agency and the B903 fee paid 
within the 21 day period. If this option is selected and implemented, the 
Agency will discuss harmonizing the timeframe for both actions. 

5 38



3. Withdraw the application (the Agency retains 25% of the full fee for the fee 
category estimated); or 

If none of the above options is selected and implemented during the 21 day 
content review period, the Agency will reject the application and retain 25% of 
the fee. 

B. A policy on documentation of offers to pay is still being developed, however, for a 
me~ too or fast track (similar/identical) new product, R300 or A530, an application 
without the necessary authorizations of offers to pay will be placed into either R301 or 
A531. The Agency recommends that authorizations of offers to pay be submitted with 
other PRIA applications to avoid delays in the Agency's decision. 

C. Biopesticide applicants are advised to contact the Agency and discuss study waivers 
prior to submitting their application to the Agency. Documentation of such discussions 
should be submitted with the study waiver. 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

WASHINGTON, D.C. 20460 

December 2 I, 2012 

OPP Decision Number: D-473348 
EPA File Symbol or Registration Nmnber: 11556-128 
Product Name: ADVANTAGE II SMALL DOG 
EPA Receipt Date: 19-Dec-2012 
EPA Company Number: 11556 
Company Name: BAYER HEALTH CARE LLC 

DOUGLAS A. SPILKER 
BAYER HEALTH CARE LLC 
ANIMAL HEALTH DIVISION 
PO Box 390 
SHAWNEE MISSION, KS 66201-0390 

OFFICE OF 
PREVENTION, PESTICIDFS AND 

TOXIC SUBSTANCES 

SUBJECT: Receipt of Registration Amendment Subject to Registration Service Fee 

Dear Registrant: 

The Office of Pesticide Programs has received your amendment and certification of 
payment. If you submitted data with this application, the results of the PRN-20 11-3 screen will 
be communicated separately. During the administrative screen, the Office of Pesticide Programs 
has determined that this Action is subject to a Pesticide Registration Service Fee as defined in 
the Pesticide Registration Improvement Act. 

The Action has been identified as Action Code: R340 

AMENDMENT;NON-F AST TRACK;REVIEW WITHIN RD, E.G. PRECAUTIONARY 
LABELING; 

No additional payment is due at this time. 

If you have any questions, please contact the Pesticide Registration Service Fee 
Ombudsman at (703) 308-9362. 

Sincerel~, 
~~ 
Front End Processing Staff 
Infonnation Technology & Resources Management Division 
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j 
{928423%-IFee for Service! 

,------------------------------------ ------- ----- -- ----------------------- - -

I This package includes the following 

o New Registration 

@Amendment 

ostudies? o Fee Waiver? 

for Division 

0 AD 
0 BPPD 

<!lRD 

Risk Mgr. 
! _____________________________ _ 

Receipt No. S-1 928423 I 

EPA File Symbol/Reg. No. 

Pin-Punch Date: 
L__ -----------------·-·-· .. -· ··- -·-· ...... ·-·-- --· 

1 11556-128 1 

1 1212012o12 1 

[' This item is NOT subject to FFS action. 

-1 ------Actiun-eud-e:-- ···················· F'arentlcllild_o_ecisions:-, 
I Requested: I /(3~.J I 

Granted: I 1 --;:'~/~ 
Amount Due: $ .;f}!}?f'J ~ 

! 

~------------- -------------------------- -----

: L__ ___________________________________ ---

' -------------' 

Uncleared Inert in Product 

Date: /~0'---
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Doug Spilker 

From: 
Sent: 
To: 
Subject: 

paygovadmin@mail.doc.twai.gov 
Thursday, December 13, 2012 8:55 AM 
Doug Spilker 
Pay.gov Payment Confirmation: PRIA Service Fees 

Your payment has been submitted to Pay.gov and the details are below. If you have any questions 
regarding this payment, please contact Pay.gov Customer Service by phone at (800) 624-1373 or by email 
at~ov.clev@clev.frb.org. 

Application Name: PRlA Service Fees 
Pay.gov Tracking ID: 258TIUSN 
AgencyTracking!D' 74387651480 
Transaction Type: Sale 
Transaction Date: Dec 13,2012 9:54:55 AM 

Account Holder Name: Douglas A. Spilker 
Transaction Amount: $3,617.00 
Billing Address: 12707 Shawnee Mission Parkway 
City: Shawnee 
State/Province: KS 
Zip/Postal Code' 66216 
Country: USA 
Card Type: MasterCard 
Card Number: ************0576 

Decision Number: 
Registration Number: 11556-128 
Company Name: Bayer Hea thCare, LLC-AH 
Company Number: 11556 
Action Code: R340 

THIS IS AN AUTOMATED MESSAGE. PLEASE DO NOT REPLY. 

1 

< " 

< 
< 

< < 
• 

< • • •• 

< ,, ~. ~ 

< 
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Memorandum 

Date: /,). I ..2 S: I 1 ?-

To: _ ____,?-"'"'--'------"'-o.L/ ______ ,Regulatory Manager 

From: Information Services Branch, ITRMD 

Your receipt of this data submission is not an 
indication that MRlDs for the enclosed studies have 
been posted to OPPIN. 

We expect that it will be approximately 5 days 
from the above date before the study-level data is 
available in OPPIN. 

If you have any questions about this process, 
please contact Teresa Downs (305-5363). 

This is a: ¥fully accepted submission 
D partially accepted submission 
D rejected submission 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON, D.C. 20460 

Dr. Douglas A. Spilker 
Bayer Healthcare LLC 
Animal Health Division 
P.O. Box 390 
Shawnee Mission, KS 66201-0390 

JAN 1 0 2013 

OFFICE OF 
CHEMICAL SAFETY AND 

POLLUTION PREVENTION 

Subject: Notice of Extension of Conditional Registrations until January 17,2015 

Dear Dr. Spilker: 

This letter is in reference to your applications dated November 28, 2012, in which you 
request to extend the following, conditional registrations: 

Advantage II Medium Dog 
Advantage II Large Dog 
Advantage II Small Dog 
Advantage II Extra Large Dog 
Advantage II Kitten 
Advantage II Small Cat 
Advantage II Large Cat 

EPA Reg. No. 11556-125 
EPA Reg. No.11556-127 
EPA Reg. No. 11556-128 
EPA Reg. No. 11556-130 
EPA Reg. No. 11556-150 
EPA Reg. No. 11556-151 
EPA Reg. No. 11556-152 

The above-referenced registrations contain conditions calling for the registrations to 
expire two years from the date the products are first released for shipment (i.e., January 17, 
2013). Additionally, Bayer is required to adhere to the spot on label mitigation, and to submit 
quarterly enhanced incident reports and quarterly sales infonnation for each of the above 
registrations. 

The Agency has found Bayer to be in compliance with the tenns and conditions for the 
subject products, and is therefore is granting the request to extend the 2-year time-limited 
registration restrictions. As such, the following changes are being made to the tenns and 
conditions for the products listed above: 

• The 2-year time-limited registration restrictions have been extended for an 
additiona12 years. The new expiration dates for the registrations listed above are 
January 17,2015. 
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Please note that these products are still subject to all other previously required conditions 
of registration. If Bayer wishes to remove the time limitations altogether, please submit to the 
Product Manager an amendment application for each product to change the terms and conditions 
of the registration. Please include with your submission a written rationale for the removal of the 
time limitation. As you remember, the Agency included this time limitation as a condition of 
registration for your products to allow for the post-market surveillance1 of these products. 
Therefore, we recommend that you include in your rationale the following information, along 
with any additional information or analyses you think would be helpful to the agency (e.g., 
tables, charts, information on stewardship activities, etc ... ): 

• A summary and analysis of the incidents received associated with these products, 
including information on the following: 

o A comprehensive analysis of incident rates per doses distributed; 
o An analysis of historical incident trends since the products' release into the 

marketplace; 
o An analysis of historical incident trends by weight range of animal, breed, weight 

range of product, etc ... 
• If these products are also registered in the European Union or Canada, information on 

incident rates per doses distributed and trends in those countries. 

Please also note that requests to remove the expiration date condition are not subject to 
PRIA fees and do not have to be submitted under PRIA. However, these would also not be 
considered 90-day, fast-track submissions in order to allow the EPA enough time to fully 
evaluate the information provided. After receiving these submissions, the EPA will consider the 
incidents received since the initial registration; review the information and rationale provided; 
and make a decision on the request. 

If you have any questions, please contact the product manager, Venus Eagle, at 
eagle.venus@epa.gov or (703) 308-8045. 

Regards, 

V-tv~f~w 
Meredith Laws, Chief 
Insecticide-Rodenticide Branch 
Registration Division (7505P) 

1 http://www.epa.gov/pesticides/healthlspot-on-meetings.html 
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FAST-TRACK AMb, DMENTS - Completeness Su·eening Checklist 

Expert's In-Processing Signature> ¥"\~~lL:'\J(;---, 
·<J IL -r 

I( - 31) -; J-EPA Reg. Numbero \ l S~-(?b -11.5 EPA Receipt Date: 
-I 5o 

>yes:<::_: >NO\;~;;~-/ ;N A-• 

1 Application Form (EPA Form 8570-1) - signed? v/ 
z Confidential Statement of Formula [EPA Form 8570-29) - signed? 

3 Certification with Respect to Citation of Data (EPA Form 8570-34) -
signed? 

4 Formulator's Exemption Statement [EPA Form 8570-27) - signed? 

5 Data Matrix (EPA Form 8570-35) [Applicable for adding me-too uses] 
- signed? 

a) Selective Method? 
b) Cite-All Method? 
c) Public copy of Matrix provided? See PR Notice 98M5 

6 Is Label included? (5 copies) v 
a) Electronic Label submitted? 

c/ 

Comments: 

s I of c( 

. 
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UNIT{ ATES ENVIRONMENTAL PROTECTIC:. ;ENCY 

DR. BRUCE MARTIN 
BAYER HEAL Til CARE LLC 
ANIMAL HEALTH DIVISION 
PO Box390 

WASHINGTON, D.C. 20460 

December 4, 2012 

SHAWNEE MISSION, KS 66201-0390 

PRODUCTNAME: ADYANTAGEITSMALLDOG 
COMPANYNAME: BAYERHEALTHCARELLC 
OPP IDENTIFICATION NUMBER: 
EPAFILESYMBOL: 11556-128 
EPA RECEIPT DATE: 11130/12 

SUBJECT: RECEIPT OF AMENDMENT 

DEAR REGISTRANT: 

OFFICE OF 
PREVENTION, PESTICIDES AND 

TOXIC SUBSTANCES 

The Office of Pesticide Programs has received your application for an amendment and it 
has passed an administrative screen for completeness. 

During the initial screen we determined that the application appears to qualifY for fast 
track reyiew. The package will now be forwarded to the Product Manager for review to 
determine its acceptability for fast track status. 

If you have any questions, please contact Registration Division, Risk Management Team 
I, at (703) 308-8045. 

s~ 

F:nt f!: ~ocessing Staff 
Information Services Branch 
Information Technology & Resources Management Division 
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IFee for Service! {9274547-

This package includes the following 

o New Registration 

@Amendment 

ostudies? o Fee Waiver? 

o volpay % Reduction: 

for Division 

0 AD 
0 BPPD 
@RD 

Risk Mgr. [JJ 

Receipt No. S-1 927454 

EPA File Symbol/Reg. No. I 11556-128 L Pin-Punch Date: I 11/30/2012 

~his item is NOT subject to FFS action. 

,----;A;ctiun-em:tB'~.---

Requested: 

Granted: 

Amount Due: $ __ _ 

[QJ Inert Cl~y?t :ntended Use IQJ 

Reviewer:~ 
Remarks: 

Parent/Child Decisions: · 

Uncleared Inert in Product 

Date: \2__-\.l:--lL 
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Bayer HealthCare 
Animal Health 

Vw Federal Express 

November 28, 2012 

Document Processing'besk (Non-PRIA Action) 
Office of Pesticide Programs (7505P) 
U.S. Environmental Protection Agency 
Room S-4900, One Potomac Yard 
2777 South Crystal Drive 
Arlington, VA 22202-4501 

Attention: Ms. Venus Eagle!PM 01 

( 

I 

Subject: Request for Extension of Time-limited Registrations for the 
following products: 

Advantage I! Medium Dog (EPA Reg. No. I !556-!25) 
Advantage II Large Dog (EPA Reg. No. II556-!27) 
Advantage II Small Dog (EPA Reg. No. I !556-128) 
Advantage II Extra Large Dog (EPA Reg. No. I !556-!30) 

Dear Ms. Eagle: 

Reference is made to the current registrations of the subject products, and 
the Agency's letter to us, dated September 20, 20Il (received October I I, 
2011), regarding "Implementation of Label Changes to Pet Spot~on 

Products." In that letter, certain actions were required by us, the registrant, 
to maintain these registrations. These registrations were designated as 
"Time~ limited" with an expiration date of January 17, 2013. Since we 
have complied with the conditions of the aforementioned Agency letter, we 
request an extension of these registrations, until such time as to allow us to 
pursue the complete removal of the time limitations. 

On November 7, 20!2, the Agency accepted draft labeling, dated 
09/25/2012, for each of the subject dog spot-on products with the 
appropriate revisions outlined in the aforementioned EPA 
"Implementation" letter, and subsequent requests of the Agency. Also as 
required, we submitted the respective printer's proofs of each of the 
elements of the Final Printed Labeling (packaging) for these products. 

Eaglet 12&12 Adv It Dog !etter.doc 

Bayer HealthCare LL.C 
Animal Health 
P.O. Box 390 
Shawnee Mission, KS 66201-0390 
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Furthermore, we have submitted the required quarterly enhanced incident 
repo11s for these products beginning with the products' initial releases for 
shipment (6 quarters). Adverse incident reports have been and continue to 
be monitored in accordance to the stipulations of the conditional 
registration. Analysis of the accumulated incident reporting for the initial 
eighteen (18) months of commercial distribution of the Advantage II Dog 
registrations indicate occurrence rates to remain very rare. Actual rates 
(expressed as the ratio incident : doses sold) were 1:12,791, 1:15,601, 
1:15,566 and 1:12,277 for the Small Dog, Medium Dog, Large Dog and 
Extra Large Dog respectively. 

Since we have complied with the conditions of the aforementioned 
Agency's letter to us, dated September 20, 2011, we request an extension of 
these registrations as soon as possible, since these registrations have an 
expiration date of January 17,2013. Enclosed are additional draft copies 
of the EPA stamped-accepted labels for these products (only the internal 
version code and date of draft has changed) for your use in processing this 
request. 

In a separate submission, we will be provide an analysis of the submitted 
enhanced incident reports of these products showing that there is no longer 
a need for these products to have time-limited registrations based on the 
safe use history of these products on the respective companion animals. 

If you have any questions, please do not hesitate to call (913-268-2751). 

Douglas A. Spilker. Ph. D. 
Manager, EPA Regulatory Affairs 
Doug.Spilkerfa{Bayer.com 

" 
Enclosures: 

t) Advanatgc 11 Small Dog -Application 
2) Advantage 11 Sma11 Dog- Draft label, dated 11128f12 (I copy) 
3) Advanatge 11 Medium Dog -Application 
4) Advantage 11 Medium Dog - Drafi label, dated 11128/12 (I copy) 
5) Advanatgc 11 Larc,c Dog -Application 
6) Advantage 11 Large Dog- Draft label, dated 11128112 (1 copy) 
7) Advanatgc II Extra Large Dog -Application 
8) Advantage 11 Extra l.ar%e Dog- Draft label, dated tll28/12 (I copy) 
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D>' ' r-1eese reed ins!flJctions on /"8Verse befo/"8 comp/ellu!J form. Form Approved. OMB No. 2070-0060 

Unitod Stotos § Registration OPP Identifier Numbet 

&EPA Environmental Protection Agency Amendment 
Woshington. OC 20460 Other 

Application for Pesticide - Section I 
1. Company/Ptoduet Numbar 2. EPA Product Manaaor 3. Proposed Clauification 

11556-128 Venus Eagle ~Nona U Rosrrielod 
4. Company/Product !Nomol PMI 
Advantage II Small Dog 01 --------

5. Noma ond Address ol Applicant {fncfudo ZIP Cod11/ 6. Expedited Reveiw. In aceotdance with FIFRA Section 3tcii3J 
Bayer Healthcare LLC, Animal Health Division lbl(il, my product is similar or identical in composition and labeling 
P.O. Box 390 to: 
Shawnee Mission, KS 66201-0390 EPA Reg. No. 

0 ChacJ: if this is t1 ntw oddri1SS Product Name 

Section -II 

L:J Amendment· Explain belaw. u Final printed labels In rapson=a Ia 
Agency latter deled 

D Resubminion in response te Agency letter dated D -Mn Tao- Applicatian. 

D Natilicatian ·Explain bolow. D Othot ·Explain bolow. 

---~· 

Explanation: Usa additian11l pagnlsl il nncanory. IFar soc:tian I and Sactian II.J 

Non-PRIA Action: Bayer has complied with the condi1ions of the Agency's letter, dated Septembe1 20, 2011, and therefore requests 
a time extension of this regist1alion as soon as possible, since it has an expiration da1e of January 17, 2013. Enclosed is a draft 
copy of the EPA stamped-accepted label for this product {only the internal version code and date of draft has changed) for your use 
in processing this request. Please see cover letter of 11/28/12 for more details. Email Contact: doug.spilker@bayer.com 

Section - Ill 
1. Matorial Thio Product Win 841 Packaged In: 

Child-Rusistent Pockaging Unit Packaging 
-,-

Water Salubla Packaging 2. Type af Cantainar 

:::f" ~y., tj y, f;J M"ol 
No No 

Plastic 
No Glass 

It -vas" No. per II "Yes" No. per 
-- Paper 

• Certification mu$1 Unit Pockoging wgt. centoiner Package wgt container Othor tSpocilyl 
bs $ubmittfNi 

3. Lecatien ol Net Contents Information 4. Sizolsl Retail Container ISL:ton of Labol Oitactions 

label [ I Container 

6. Manner in Which Label is Allixed Ia Product UUthagraph u Other 
Papal ~uod 
Stanci ad 

Section -IV ' . 
L <><- <> < e 
' 

I. Cantact Paint /Comp/tlttl ff•ms direcrly below for idonrificarion of lndividufll ro b• cont11Cflfd, if nsc•ssary, to procoss this applfcsrior..f ' 
Nama Title Talaphant No.Unchlde Aroo Code} 

Douglas A. Spilker, Ph.D. Manager, EPA Reg. Affairs s13-26h-z7s1 ' 
c ' t, ' 

Certification ~ "< ·[ 0! Dato APtJ:c';,_t:~n 
' ' I conily tho! tho statements I havo mode on this fo1m and ellettochments thatoto oro tnJo, eccurato ond complete. ' ' Roc&lv~ < 0 '" 

I ocknowlodga tho! any knowlinglly flllsa or misleading statement mey be punishoblo by fine ot imprisoM1ont or '" ' (Stalr'1j)6dl 
both under appncoblo law. ' ' ''" ' ' 

'·"'"""~!#-/. L# 3. Titla ' ' ''" ( ' ' /Ll-1 . /. Manager, EPA Reg. Affairs " ' ' ' ' 
tY 

. .. 
4. Typod Nome 5. Dato 

Douglas A. Spilker, Ph.D. ;z__g-- M/. 2-o('Z_ 

.. 
EPA Form 8570·1 IRov. 3-94} Provtouo od1t1ons olD obsololo. . . Whlto -EPA FiM Copy tonom•ll Ytllow ·Applicant Copy 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON, D.C. 20460 

NOV o 1 21!12 
OFFICE OF CHEMICAL SAFETY 
AND POLLUTION PREVENTION 

Douglas Spilker, Ph.D 
Bayer Health Care LLC, Animal Health Division 
P.O. Box 390 
Shawnee Mission, KS 66201-0390 

Dear Dr. Spilker: 

Subject: Amendment to update labels per spot on mitigation letter sent by the Agency 
dated September 30, 2011 
EPA Registration Nos./Product name: 
11556-125, Advantage II Medium Dog 
11556-127, Advantage II Large Dog/ 
11556-128, Advantage II Small Dog 
11556-130, Advantage II Extra Large Dog 

The labeling referred to above submitted in connection with the Federal Insecticide, 
Flmgicide and Rodenticide, as amended are acceptable. 

As a reminder, this registration is time-limited and expires January 17, 2013. You 
must apply to extend the expiration and/or to change the terms of this registration. 

Per the implementation of label changes for pet spot on products, the Agency has 
reviewed a copy of the print ready label. 

A stamped copy of the labeling is enclosed for your records. If you have any questions 
rci"garding this label, please contact Autumn Metzger at (703) 305-5314. 

\/;ely, 
v~~L-
Product Manager 01 
Insecticide-Rodenticide Branch 
Registration Division (7505P) 
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Reason To Issue: Revise according to EPA "Implementation 
of Label Changes to Pet Spot-On Products" 
document 

Date: 09/25/12 
Supersedes: 03/26/12 and 
09/15/10 

NOTE TO REVIEWER: [(Brackets and parentheses indicate alternate language)] 

[Front panel] 

Advantage® II Small Dog 

Once-A-Month Topical Treatment for Fleas and Lice 
For Use Only on Dogs and Puppies 7 Weeks and Older and Weighing 3- 10 lbs. 

[Selected optional claims bulleted here from page 10 and/or 11] 

• 
• 
• 
• 

% 
Active Ingredients By Weight 

lmidacloprid...................................................... 9.10% 

Pyriproxyfen . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 0.46°/o 

Other Ingredients. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 90.44% 

Total. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 100.00% 

EPA Est. 11556-XXX-X EPA Reg. No. 11556-128 

KEEP OUT OF REACH OF CHILDREN 

CAUTION 

See back panel for Precautionary Statements. 
For Directions for Use, Storage and Disposal, and First Aid see package insert inside. 

ACCEPTED 
NOV 0 7 2012 

Under the Federal Insecticide, Fungicide, 
and Rodenticide Act, as amended, for the 

pesticide registered under: 

EPA. Reg. No: 115 SC,-1 2. i? 
Advantage 11 Small Dog ib.doc 

DO NOT USE ON CATS 

Icon size 1.5cm x 1.5cm 

Page I of II 
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Reason To Issue: Revise according to EPA "Implementation 
of Label Changes to Pet Spot-On Products" 
document 

[Back Panel] 

Advantage® II Small Dog 

Date: 09/25/12 
Supersedes; 03/26/I 2 and 
09115/10 

Once-A-Month Topical Treatment for Fleas and Lice 
For Use Only on Dogs and Puppies 7 Weeks and Older and Weighing 3 - 10 lbs. 

READ THE ENTIRE LABEL BEFORE EACH USE 
For the Prevention and Treatment of Flea and Lice Infestations [on Dogs] 

PRECAUTIONARY STATEMENTS 

HAZARDS TO HUMANS 

CAUTION: Harmful if swallowed. Causes moderate eye irritation. Avoid contact with eyes 
or clothing. Wash hands thoroughly with soap and warm water after handling. 

HAZARDS TO DOMESTIC ANIMALS 

For external use only. Do not use on puppies under 7 weeks of age or weighing less than 3 
lbs. As with any product, consult your veterinarian before using this product on debilitated, 
aged, pregnant or nursing dogs. Individual sensitivities, while rare, may occur after using 
ANY pesticide product for dogs. If signs persist, or become more severe, consult a 
veterinarian immediately. If your dog is on medication, consult your veterinarian before 
using this or any other product. 

Side Effects: Monitor your dog after application. Side effects, although very rare, may 
include signs of skin irritation such as redness, scratching, or other signs of discomfort. 
Gastrointestinal signs such as vomiting or diarrhea have also been reported. lfthese or other 
side effects (such as lethargy) occur, consult your veterinarian or call 1-800-422-9874. 

DO NOT USE ON CATS. Keep cats away from treated dogs for 24 hours. If applied to a cat 
or ingested by a cat, contact your veterinarian. 

For consumer questions call I -800-255-6826. 
For medical emergencies call 1-800-422-9874. 

RESTRICTIONS: 

Ll_co_n_si_ze_l_.5c_m_x_l_.5_c_m~l~ 

• Use only on dogs 7 weeks and older. Do not apply to puppies or dogs weighing less 
than 3 lbs. Do not use on other animals. 
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Reason To Issue: Revise according to EPA "Implementation 
of Label Changes to Pet Spot-On Products" 
document 

• Do not apply more than one (1) tube per treatment. 

( 

Date: 09/25/12 
Supersedes: 03/26/12 and 
09/15/10 

• Do not have contact or allow children to have contact with treated area until 
completely dry. 

Net Contents: [X] Tube(s) each 0.014 fl. oz. (0.4 mL) 

Advantage II Small Dog ib.dac 

[Sample- Not for (Re)Sale] 

Manufactured for 
Bayer HealthCare LLC 
Animal Health Division 

P.O. Box 390 
Shawnee Mission, Kansas 6620 I USA 

Made in Germany 
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Reason To Issue: 

( 

Revise according to EPA "Implementation 
of Label Changes to Pet Spot-On Products" 
document 

[Back Panel and/or Insert] 

Advantage® II Small Dog 

( 

Date: 09/25/!2 
Supersedes: 03/26/12 and 
09/15/IO 

Once-A-Month Topical Treatment for Fleas and Lice 
For Use Only on Dogs and Puppies 7 Weeks and Older and Weighing 3 - 10 lbs. 

READ THE ENTIRE LABEL BEFORE EACH USE 
For the Prevention and Treatment of Flea and Lice Infestations [on Dogs] 

DIRECTIONS FOR USE 
It is a violation of Federal Law to use this product in a manner inconsistent with its labeling. 

X 
HOW TO OPEN 

I. Being careful not to cut close to the blister cavities, take scissors and cut off one 
section of the card containing a single tube. 

2. Take the separated section, and cut into the blister cavity across the small side, close 
to the cap of the tube. 

3. Peel off the foil, and take out the tube. 
4. Repeat steps 1 to 3 for each tube. 

HOW TO APPLY 

l. Remove one applicator tube from the package. See "HOW TO OPEN" section. 

2. Hold applicator tube in an upright position facing away from you and your pet's face 
and eyes. Pull cap off tube. 

[Visuals Depicting How to Open Applicator Tube] 

3. Tum the cap around and place other end of cap back on tube. 

4. Twist cap to break seal, then remove cap from tube. 

5. The dog should be standing for easy application. Part the hair on the dog's back, 
between the shoulder blades, until the skin is visible. Place the tip of the tube on the 
skin and squeeze the tube to expel the entire contents directly on the skin. Do not get 
this product in your dog's eyes or allow your dog to ingest this product. Do not allow 
the product to run off. 

Advantage !! Sm~!! Dog ib.doc Page 4 of ll 
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Reason To Issue: 

( 

Revise according to EPA "Implementation 
of Label Changes to Pet Spot-On Products" 
document 

[Visuals Depicting Application To Animal] 

( 

Date: 09/25/!2 
Supersedes: 03/26/12 and 
09/!5/!0 

6. Discard empty tube as described in the Storage and Disposal section. 

7. Under normal conditions the product is effective for a month. However, in case of 
severe flea infestation, retreatment may be necessary earlier than four weeks. Do not 
retreat more often than once every seven (7) days. After flea control is attained, return 
to a monthly retreatment schedule. 

PRODUCT INFORMATION 

The successive feeding activity of fleas on dogs frequently elicits a hypersensitivity skin 
disorder known as flea allergy dermatitis (FAD) or flea bite hypersensitivity. Treatment of 
dogs with Advantage® II Small Dog rapidly kills fleas within 12 hours which may reduce 
the incidence of this condition. · 

Advantage® 11 Small Dog kills existing fleas on dogs within 12 hours. Reinfesting fleas are 
killed within 2 hours with protection against further flea infestation lasting for four 
(4) weeks. Pre-existing pupae in the environment may continue to emerge for six (6) weeks 
or longer depending upon the climatic conditions. 

Fleas, flea eggs, and flea larvae in the dog's environment are killed following contact with an 
Advantage® II Small Dog treated dog. Advantage® II Small Dog provides multi-stage flea 
control effectively breaking all flea life-cycle stages for quick and lasting control of flea 
populations. 

Advantage® II Small Dog kills adult fleas quickly, within 12 hours, inhibits the development 
of immature flea life stages and prevents them from reaching the biting adult stage. 

Advantage® II Small Dog kills [(biting) (chewing)] lice that infest dogs and puppies, and 
prevents further infestations. 

Advantage® II Small Dog is waterproof and remains effective following a shampoo 
treatment, swimming or after exposure to rain or sunlight. 

Monthly treatments are required for optimal control and prevention of fleas. 

Advantage II Small Dug ib.doc Page 5 of 11 

58



Reason To Issue: 

( 

Revise according to EPA "Implementation 
of Label Changes to Pet Spot-On Products" 
document 

( 

Date: 09/25/12 
Supersedes: 03/26/12 and 
09115110 

KEEP OUT OF REACH OF CHILDREN 

CAUTION 

PRECAUTIONARY STATEMENTS 
HAZARDS TO HUMANS 

CAUTION: Harmful if swallowed. Causes moderate eye irritation. Avoid contact with eyes 
or clothing. Wash hands thoroughly with soap and warm water after handling. 

FIRST AID 
If Swallowed: • Call a poison control center or doctor immediately for 

treatment advice. 
• Have person sip a glass of water if able to swallow . 

• Do not induce vomiting unless told to do so by the poison 
control center or doctor. 

• Do not give anything to an unconscious person . 
Ifln Eyes: • Hold eye open and rinse slowly and gently with water for 15-

20 minutes. Remove contact lenses, if present, after the first 5 
minutes, then continue rinsing eye. 

• Call a poison control center or doctor for treatment advice . 
If On Skin • Wash with plenty of soap and water. 

HOT LINE NUMBER 
Have the product container or label with you when calling a poison control center or doctor, 
or going for treatment. For medical emergencies call I-800-422-9874. For consumer 
questions call 1-800-255-6826. 

NOTE TO PHYSICIAN 
Treat the patient symptomatically. 

HAZARDS TO DOMESTIC ANIMALS 

For external use only. Do not use on puppies under 7 weeks of age or weighing less than 3 
lbs. As with any product, consult your veterinarian before using this product on debilitated, 
aged, pregnant or nursing dogs. Individual sensitivities, while rare, may occur after using 
ANY pesticide product for dogs. If signs persist, or become more severe, consult a 
veterinarian immediately. If your dog iS on medication, consult your veterinarian before 
using this or any other product. 

Side Effects: Monitor your dog after application. Side effects, although very rare, may 
include signs of skin irritation such as redness, scratching, or other signs of discomfort. 
Gastrointestinal signs such as vomiting or diarrhea have also been reported. If these or other 
side effects (such as lethargy) occur, consult your veterinarian or call I-800-422-9874. 

Advantage II Small Dog ib,doc Page 6 of II 
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Revise according to EPA "Implementation 
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document 

Date: 09/25/12 
Supersedes: 03/26/12 and 
09/I5/IO 

DO NOT USE ON CATS. Keep cats away from treated dogs for 24 hours. If applied to a cat 
or ingested by a cat, contact your veterinarian. 

For consumer questions call 1-800-255-6826. 
For medical emergencies call 1-800-422-9874. 

RESTRICTIONS: 

,_Jc_o_n_s_iz_e_I_._5c_m_x_I_._5_c_m_--'l ~ 

• Use only on dogs 7 weeks and older. Do not apply to puppies or dogs weighing less 
than 3 lbs. Do not use on other animals. 

• Do not apply more than one (1) tube per treatment. 
• Do not have contact or allow children to have contact with treated area until 

completely dry. 

STORAGE AND DISPOSAL 

Do not contaminate water, food or feed by storage or disposal. 

Pesticide Storage: Store in a cool, dry place inaccessible to children and pets. Pesticide 
Disposal and Container Handling: Nonrefillable container. If empty: Do not reuse or 
refill this container. Place in trash or offer for recycling if available. If partly filled: Call 
your local solid waste agency or l-800-422-9874 for disposal instructions. Never place 
unused product down any indoor or outdoor drain. 

LIMITED WARRANTY AND LIMITATION OF DAMAGES 

Bayer Health Care LLC, Animal Health Division warrants that this material conforms to the 
chemical description on the label. TO THE EXTENT CONSISTENT WITH APPLICABLE 
LAW, BAYER MAKES NO OTHER EXPRESS OR IMPLIED WARRANTY, 
INCLUDING ANY OTHER EXPRESS OR IMPLIED WARRANTY OF FITNESS OR 
MERCHANTABILITY, and no agent of Bayer is authorized to do so except in writing with a 
specific reference to this warranty. To the extent consistent with applicable law, any 
damages arising from a breach of this warranty shall be limited to direct damages and shall 
not include consequential commercial damages such as Joss of profits or values, etc. 
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Reason To Issue: 

Advantage II Small Oog ib.doc 

Revise according to EPA "Implementation 
of Label Changes to Pet Spot ROn Products" 
document 

[Label on Individual Tube] 

Advantage® II Small Dog 

9.10% Imidacloprid 

0.46% Pyriproxyfen 

0.014 fl. oz. (0.4 mL) 

EPA Reg. No. 11556-128 

Keep Out of Reach of Children 

CAUTION 

Read The Entire Label Before Use 

BAYER 

Lot No. 0000000 

Page 8 of II 
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I 

Date: 09/25112 
Supersedes: 03/26/12 and 
09/15/10 

[Label on blister card; one card containing l, 2, 3, 4, 5 or 6 tubes] 

Advantage® II Small Dog 

For external use only on dogs and puppies 7 weeks and older and weighing 3 - 10 lbs. 

9.10% Imidacloprid 

0.46% Pyriproxyfen 

[X]- 0.014 fl. oz. (0.4 mL) 

EPA Reg. No. 11556-128 

BAYER 

Adv~ntage II Small Dog ib.doc Page9of 11 
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of Label Changes to Pet Spot-On Products" 
document 

( 

Date: 09/25112 
Supersedes: 03/26112 and 
09115110 

NOTE TO REVIEWER: [(Brackets and parentheses indicate alternate language)] 

OPTIONAL MARKETING CLAIMS 

• For use on dogs and puppies 7 weeks of age and older 
• Advantage II contains [imidacloprid], and [an/the] [insect growth regulator] [TOR] 

[pyriproxyfen] 
• A single topical application remains effective for [4 weeks] [a month] 
• Convenient, easy-to-apply topical solution 
• Convenient, easy-to-apply and fragrance free [monthly] [topical solution] 
• Once a month topical flea treatment for dogs 7 weeks of age or older 
• Advantage II is indicated for the prevention and treatment of fleas on dogs 

7 weeks of age and older 
• For the treatment and prevention of flea [and lice] infestations 
• One treatment prevents further flea infestations for [4 weeks] [a month] 
• Kills fleas on dogs within [12] hours and continues to prevent infestations for 

[four weeks] [a month] 
• Kills fleas before they lay eggs 
• Larval flea stages in the dog's environment are killed following contact with an 

Advantage II treated dog 
• Kills larval stages of fleas in the dog's environment 
• Kills fleas within [12] hours of application 
• Stops existing flea infestations by killing adult fleas 
• Prevents [Stops] reinfestations by killing adult fleas before they lay eggs 
• [Prevents] [Stops] flea eggs from hatching [into biting adults] 
• Effectively breaks the flea life cycle 
• Effectively targets all [life] stages of [fleas] 
• [Kills] [Controls] all flea life stages 
• 3-way flea protection ([kills] [controls] adults, larvae, and eggs) 
• [Prevents] [Stops] flea eggs [and flea larvae] from developing into [(biting) 

(adult)] fleas 
• Treatment with Advantage II rapidly kills fleas which may cause flea allergic 

dermatitis [FAD] or flea bite hypersensitivity 
• Flea adulticide, larvicide, and ovicide 
• Kills flea eggs 
• Controls highly [irritating] [annoying] [flea] [insect] bites 
• Controls flea problems 
• Provides flea protection 
• Controls existing fleas and flea eggs [(plus) (and)] [prevents] future flea 

infestations in the home 

Advantage 11 Small Oog ib.doc Page10of11 
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• Starts working through contact 
• Use flea [prevention][protection] year-round 

( 

Date' 09/25/12 
Supersedes: 03/26/l2 and 
09/15/IO 

• Contains an insect growth regulator (IGR) to kill flea eggs and prevent re
infestation 

• Monthly use of Advantage II kills fleas which may cause ([flea allergy 
dermatitisJiflea bite hypersensitivity]) 

• Multi-stage flea control 
• Prevents fleas on treated dogs from infesting (reinfesting) your home 
• Kills fleas which may serve as intermediate hosts for tapeworms 
• Kills [(biting) (chewing)] lice 
• For treatment and prevention ofi(biting) {chewing)] lice [infestations] 
• Stops existing [(biting) (chewing)] lice infestations 
• Dual protection against fleas and lice 
• Treats, prevents and controls [(biting) (chewing)] lice [infestations] 
• Provides effective control of[(biting) (chewing)] lice [infestations] 
• Kills [(biting) (chewing)] lice and prevents further infestations 
• For treatment and prevention of infestations with [(biting) (chewing)] lice 
• Remains effective after bathing and/or swimming 
• Remains effective following swimming and/or shampooing 
• Waterproof 
• Remains effective after exposure to rain or sunlight 
• Fragrance-free 
• [In child-resistant packaging] 

Advantage II Small Dog ib.doc Page II of II 
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Advantage II Dog master Labels (11556-125, -127, -128, -130) - Revised 
Doug Spilker 
to: 
Autumn Metzger 
10/22/2012 04:42PM 
Hide Details 
From: Doug Spilker <doug.spilker@bayer.com> 

To: Autumn Metzger/DC/USEP A/US@EPA 

History: This message has been forwarded. 

8 Attachments 

Advantage ll Extra Large Dog ib highlighted. pdf Advantage II Extra Large Dog ib.pdf 

Advantage II Large Dog ib highlighted.pdf Advantage II Large Dog ib.pdf 

Advantage II Medium Dog ib highlighted. pdf Advantage II Medium Dog ib.pdf 

Advantage II Small Dog ib highlighted.pdf Advantage II Small Dog.ib.pdf 

Hi Autumn, 

Page 1 of2 

Please find attached the draft master labels {1 clean copy; 1 highlighted copy), text dated 9/25/2012, for the 
Advantage II Small Dog (11556-128), Advantage II Medium Dog (11556-125) and Advantage II large Dog {11556-
127), and Advantage II Extra large Dog (11556-130.) The following are the text changes that were made from 
the last versioni you will notice that these are basically the same as the previously submitted cat labels except 
for the last line item. 

file://C:\Documents and Settings\ametzger\Local Settings\Temp\notes87944B\-webl 029.h... 11/7/2012 69



Page 2 of2 

All of the elements of the Final Printed labeling (facsimile) for these products will be sent under separate emails 
by product. 

Page Changes to Master label 

Page 1 
Updated text date to 9/25/12; updated version 
designation from "ia" to "ib"- see file name. 

Changed referral statement to show that First Aid 
Page 1 appears inside on insert. This was agreed to in email of 

8/24/12 (A. Metzger to D. Spilker}. 

Page 2 First Aid removed, and moved to page 6 (insert). 

Added First Aid section and duplicated Precautionary 
Page 6-7 Statements, Hazards et al. (from page 2) so that it will 

match the insert ofthe Final printed labeling. 

Small Dog label Only Changed throughout the label the minimum weight 

(11556-128} from 3Yz lb. to 3 lb. based on DER, dated 10/10/2012 
(Decision No. 463857). 

Look forward to seeing you on Wednesday. 

Best Regards, 
Doug 

Douglas A. Spilker, Ph.D. 
Manager- EPA Reg. Affairs 
BAYER HEALTH CARE LLC 
Animal Health Division 
Office: 913-268-2751 
Mobile: 816-506-3102 
Email: doug.spilker@bayer.com 

Address: 
P.O. Box 390 
Shawnee Mission, KS 66201-0390 
Country: USA 

Bayer Animal Health "Protecting.Curing.Caring ... Together" 

The information contained in this e-malt is for !he exclusive use of the Intended reciplenl(s) and may be confidential, proprietary, and/or legally 
privileged. Inadvertent disclosure of this message does not conslilute a waiver of any privilege. If you receive !his message In error, please do no/ 
directly or indirectly use, print. copy, forward, or disclose any part of !his message. Please arso delete this e-mail and all copies and notify the sender. 
Than/1 you. 

FOr a/female tanguages please go to hllp:llbayerdisclaimer.baver.veb.com 
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RE: Advantage II Cat Labels (11556-150, -151 and -152) 
Doug Spilker to: Autumn Metzger 09/24/2012 11 :24 AM 
Cc: I Mall, Venus I 

Good Morning Autumn, 

They are working on these package labels to try and meet your deadline. However, they are having 
trouble fitting ali of the new information on the back panel- e.g. new Restrictions section, side 
effects eta!. We would like your permission to move the First Aid section to the insert (and of 
course change the referral statement to reflect this.) The Precautionary Statements (Hazard to 
Humans, Hazard to Domestic Animals, Side Effects, and Restrictions would appear on the back 
panel.) ALL of this information would also be repeated in its entirety on the insert, so the insert is 
very complete- including all the proper positioning of the First Aid statements with the 
Precautionary statements. 

As I read the LRM (7-10), it says that the Agency may permit reasonable variations in placement of 
the First Aid statements as long as the referral statement appears on the front panel. We feel this is 
a reasonable request, and does not increase any potential hazard in using the product. 

We ask for your permission to do this. If you need revised Master labels to reflect this change, 
please let me know and we will fix it. 

Best Regards, 
Doug 

Douglas A. Spilker, Ph.D. 
Manager- EPA Reg. Affairs 
BAYER HEALTHCARE LLC 
Animal Health Division 
Office: 913-268-2751 
Mobile: 816-506-3102 
Email: doug.spilker@bayer.com 

Address: 
P.O. Box 390 
Shawnee Mission, KS 66201-0390 
Country: USA 

Bayer Animal Health "Protecting.Curing.Caring ... Together" 

From: Autumn Metzger [mailto:Metzger.Autumn@epamail.epa.gov) 
Sent: Tuesday, September 18, 2012 2:03 PM 
To: Doug Spilker 
Subject: Re: Advantage II Cat Labels (11556-150, -151 and -152) 

Hi Doug, 
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These all look ok. Please go ahead and use these to update the final printed labeling for each and submit 
to me via email (if possible). We cannot close these out without that part (since I have to be sure the font 
sizes/colors/pictures and everything else are adequately translated to the final printed labeling). Can we 
shoot for this back to me within 3 weeks? We'll have to have this closed out before we can finish up the 

ferret amendment and we would rather not push that back. 

Autumn Metzger 
Biologist 
U.S. Environmental Protection Agency 
Insecticide-Rodenticide Branch 
Registration Division (7505P) 
1200 Pennsylvania Ave. NW 
Washington, DC 20460 

Tel: 703 305-5314 
Fax: 703 308-5433 

Email: metzger.autumn@epa.gov 

-- Doug Spilker ~~~0910712012 07:47:47 AM~~~Hi Autumn, Here's your welcome back present. Attached are 

the revised labels for the cat products wi 

From: Doug Spilker <doug.spilker@bayer.com> 
To: Autumn Metzger/DC/USEPAIUS@EPA 
Cc: Venus Eagte/DC/USEPAIUS@EPA 
Date: 09/07/2012 07:47AM 
Subject: Advanlage 11 Cat Labels (11556~150, ~151 and -152) 

iAutumn, 
re's your welco ac esent Attached are the revj.sed..l,e_bels for the cat prod s with the changes you 

re · uested. I havtoked at th e ad nauseam, and I Ope I fixedew..t,_rything. The vantage II dog labels will 
be 1 a separate ail. I am in the fice next wee on Monday, and F"'?itl m DC Tuesday thru Thursday. 
I'm h ing we n't, but let me know 1 to work on these some more. 

Best Regards, 
Doug 

Douglas A Spilker, Ph.D. 
Manager- EPA Reg. Affairs 
BAYER HEALTHCARE LLC 
Animal Health Division 
Office: 913-268-2751 
Mobile: 816-506-3102 
Email: doug.spilker@bayer.com 

Address: 
P.O. Box 390 
Shawnee Mission, KS 66201-0390 
Country: USA 

Bayer Animal Health "Protecting.Curing.Caring ... Together" 
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Advantage 11 Dog Labels (11556-125, -127,-128, -130) 
Doug Spilker 
to: 
Autumn Metzger 
09/07/2012 07:47AM 
Ce: 
Venus Eagle 
Hide Details 
From: Doug Spilker <doug.spilker@bayer.com> 

To: Autumn Metzger/DC/USEPAIUS@EPA 

Cc: Venus Eagle/DC/USEP A/US@EPA 

4 Attachments 

Advantage II Extra Large Dog ia.pdf Advantage II Large Dog ia.pdf Advantage II Medium Dog ia.pdf 

Advantage II Small Dog ia.pdf 

For your review. 

Best Regards, 
Doug 

Douglas A. Spilker, Ph.D. 
Manager~ EPA Reg. Affairs 
BAYER HEALTH CARE LLC 
Animal Health Division 
Office: 913-268-2751 
Mobile: 816-506-3102 
Email: doug.spilker@bayer.com 

Address: 
P.O. Box 390 

Page 1 of2 
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DATA PACKAGE BEAN SHEET 
Date: 03-0ct-2012 

Page 1 of 1 

* * * Registration Information * * * 

Registration: 11556-128- ADVANTAGE II SMALL DOG . 

Company: 11556- BAYER HEALTHCARE LLC 

Risk Manager: RM 01 -Venus Eagle- (703) 308-8045 Room# PY1 S-7913 

Risk Manager Reviewer: Autumn Metzger AMETZGER 

Sent Date: ____ _ PRIA Due Date: 06-Dec-2012 

Type of Registration: Product Registration - SeCtion 3 

Action Desc: (300) LABEL REVISION;NO DATA REQUIRED; 

Ingredients: 129099, lmidacloprid(9.1%) 

129032, Pyriproxyfen(.46%) 

* * * Data Package Information * * * 

Exped~e: 0 Yes 8 No 

DP Ingredient: 129099, lmidacloprid 

129032, Pyriproxyfen 

Date Sent: 03-0ct-2012 

DP Title: Companion Animal minimal weight check 

CSF Included: 0 Yes 8 No Label Included: 8 Yes 0 No Parent DP#: 

~sslgned To Date In Da1e Out 

Decision#: 463857 

DP #: (405723) 

NON PRIA 

Parent DP #: 

Submission#: 924809 

E-Sub #: 

Edited Due Date: ____ _ 

Due Back: ____ _ 

C:C,\ dl-\, '2 0\ d._ 
Organization: RD 1 TRB _____ Last Possible Science Due Dale:.~~ 

Team Name:T .~O~X __ Science Due Date: ____ _ 

Reviewer Name: Sub Data Package Due Date: ____ _ 

Contractor Name: 

* * * Studies Sent for Review * * * 

No Studies 

***Additional Data Package for this Decision*** 
No Addllional Data Packages 

* * * Data Package Instructions * * * 
Byron: Please verify the lowest weighl allowed for1his size product based on lheir original CA review. This is1o fulfill the spol-on mitigation 
requiremenls. 

1hanks 
aU1umn 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON, D.C. 20460 

October 10,2012 

OFFICE OF CIIE:\IICAL SAFET\' 
A:\'D POLLUTIO:"< PREVENTION 

OFFICE OF I'ESTICII>E PROGRA:\IS 
REGISTR,\TION DI\'JSIO:\' (7~0~P) 

MEMORANDUM: Minimum Treatment Weight and Age for EPA Reg. No. 11.556-128 

Subject: Name of Pesticide Product: 
EPA Reg. No. /File Symbol: 

ADVANTAGE II SMALL DOG 
11556-128 

DP Barcode: 
Decision No.: 
Action Code: 
PC Codes: 

DP 405723 
463857 
300 
129099 (Imidacloprid: 9.1 %) 
129032 (Pyriproxyfen: 0.46%) 

From: Byron T. Backus, Ph.D., Toxicologist 
Technical Review Branch 
Registration Division (7505P) 

0 '/. B ,....L---. 
~ -/<O- i_.O { "\_ 

To: Autumn MetzgerNenus Eagle RM 01 
Insecticide-Rodenticide Branch 
Registration Division (7505P) 

Registrant: BAYER HEALTH CARE LLC 

FORMULATION FROM LABEL: 
Active lngredient(s): 
129099 Imidacloprid 
129032 Pyriproxyfen 
Other Ingredient(s): 

TOTAL 

ACTION REQUESTED: The Risk Manager requests: 

bywt. 
9.10% 
0.46% 

90.44% 
100.00% 

" ... Please verify the lowest weight allowed for this size product based on their original CA 
review. This is to fulfill the spot-on mitigation requirements ... " 

1 
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BACKGROUND: 

The companion animal safety studies that supported the registration of EPA Reg. No. 11556-128 
are a puppy study in MRID 45097101 (Abraham, A. (2000) Evaluation of the General Safety of 
9.1% (w/w) Imidacloprid with 0.9% (w/w) Pyriproxyfen Spot-on Formulation in the Target 
Species, Seven Week Old Puppies: Lab Project Number: 75119. Unpublished study prepared by 
Bayer Corporation. 147 p. {OPPTS 870.7200}) and an adult dog study in MRJD 45097102 
(Abraham, A. (2000) Evaluation of the General Safety of9.1% (w/w) Imidacloprid with 0.9% 
(w/w) Pyriproxyfen Spot-on Formulation in the Target Species, Adult Dog: Lab Project Number: 
75121. Unpublished study prepared by Bayer Corporation. 130 p. {OPPTS 870.7200}). The last 
accepted (September 27, 2010) label indicates that this product (packaged in small tubes 
containing 0.014 fl. oz. or 0.4 mL formulation) is for once-a-month topical treatment for fleas 
and lice on dogs and puppies 7 weeks and older and weighing 10 lbs. and under. 

COMMENTS AND RECOMMENDATIONS: 

1. The following are excerpts from the executive summary of the review (TXR 5001580; EPA 
File Symbol: 11556-REI, memorandum dated September 8, 2000) of the companion animal 
safety (beagle puppy) study in MRID 45097101: 

In a companion animal safety study (MRID 45097101 ), Advantage Plus® for Dogs (Active 
Ingredients: 9.1% Imidacloprid w/w; 0.9% Pyriproxyfen w/w) was applied topically at a dose 
of2.0 mL/puppy (5X the label specified dose of0.4 mL/puppy for puppies :0:10 lbs) to a 
group of? male and 7 female beagle puppies, seven weeks of age at the time of first 
treatment. Individual weights of the puppies in the treatment group ranged from 2.54 to 4.01 
lbs (1.15-1.82 kg) on day -I. Controls (7M, 7F; weight range: 2.49-5.03lbs; 1.13-2.29 kg) 
were dosed with the vehicle alone at a dose of2.0 mL!puppy (5.6X the volume of the vehicle 
present in the specified dose). Both groups were treated on study days 0, 7, 14, and 21. The 
recommended label dose is once a month. However, the labeling for these products includes 
the statement: "If re-treatment becomes necessary earlier than four weeks, do not re-treat 
more than once weekly." 

... Despite the fact that the puppies may not have been entirely free of infection, and despite 
some deficiencies in the reporting of the data, the study is classified as Acceptable as a 
companion animal safety study (OPPTS 870.7200) in puppies. The lack of any indications of 
a consistent toxicological response following exposures (a total of 4) to 5X label-specified 
use applications of the test material indicates that an adequate safety margin exists for this 
formulation and its proposed use on puppies 7 weeks of age and older. 

2. As noted above, the individual weights of the puppies in the treatment group ranged from 
2.54 to 4.0llbs (1.15-1.82 kg) on day -I. From data on pages 30 and 32 ofMRJD 45097101, 
the mean weight of the 7 males was 3.44 ± 0.39lbs, while the mean weight of the 7 females 
was 3.06 ± 0.45lbs. However, the 870.7200 Guidelines specify 6 animals/sex, so if the 
heaviest male and female are excluded, then the mean weight of the remaining 6 males was 

2 
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3.34 ± 0.32lbs, while the mean weight of the remaining 6 females was 2.92 ± 0.28 lbs (the 
mean weight of these 6 males and 6 females was 3.13 ± 0.36lbs). Based on these 
considerations, we can accept 3 lbs as the lowest minimum weight. 

3. Individual puppy ages are reported on page 27 ofMRID 45097101. The ages of the puppies 
on the day of first dosing ranged from 6 weeks and 5 days to 7 weeks and 0 days. We can 
accept 7 weeks as the minimum age. 

3 
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Bayer HealthCare 
Animal Health 

Via Federal Expren- £rprt'JI Savrr 

December 9, 2010 

Document Processing Desk 
Office of Pesticide Programs (7504P)- NonPRIA 
U.S. Environmental Protection Agency 
Room S-4900, One Potomac Yard 
2777 South Crystal Drive 
Arlington, VA 22202-4501 

Attention: Ms. Venus Eagle/PM 01 

( 

Subject: Advantage II Small Dog (EPA Reg. No. 11556-128) 
Advantage II Medium Dog (EPA Reg. No. 11556-125) 
Advantage II Large Dog (EPA Reg. No. 11556-127) 
Advantage II Extra Large Dog (EPA Reg. No. 11556-130) 

Dear Ms. Eagle: 

Reference is made to the current registrations of the subject products. One 
of the conditions of acceptance of the subject registrations is that "[We] 
must provide the Agency with a projected release for shipment at least 30 
days in advance." 

Therefore~ we are hereby notifying the Agency that our first 
anticipated shipment of product will be on or after January 17,2011. 

If you have any questions, please do not hesitate to call (913-268-2751). 

Sincere y, 

Dougla A. Spilker. 
Manager, EPA Regulatory Affairs 
Doug.Spilker@Bayer.com 

Cc: K. Davis (EPA)- email 

Bayer HealthCare LLC 
An1mal Health 
P.O. Box390 
Shawnee Mission, KS 66201-0390 
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UNIT<OD STATES ENVIRONMENTAL PROTECTION AGENCY 

WASHINGTON, D.C. 20460 

DR. BRUCE MARTIN 
BAYER HEALTH CARE LLC 
ANIMAL HEALTH DIVISION 
POBox390 
SHAWNEE MISSION, KS 6620!-0390 

April 16, 2012 

PRODUCT NAME: ADVANTAGE II SMALL DOG 
COMPANY NAME: BAYER HEAL THCARE LLC 
OPP IDENT!FICA TION NUMBER: 
EPA FILE SYMBOL: 11556-128 
EPA RECEIPT DATE: 04/12112 

SUBJECT: RECEIPT OF AMENDMENT 

DEAR REGISTRANT: 

OFFICE OF 
PREVENTION, PESTICIDES AND 

TOXIC SUBSTANCES 

The Office of Pesticide Programs has received your application for an amendment and it 
has passed an administrative screen for completeness. 

During the initial screen we determined that the application appears to qualify for fast 
track review. The package will now be forwarded to the Product Manager for review to 
determine its acceptability for fast track status. 

If you have any questions, please contact Registration Division, Risk Management Team 
I, at (703) 308-8045. 

Sincerely, 

'l.fi~ 
Front End Processing Staff 
Information Services Branch 
Information Technology & Resources Management Division 
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IFee for Service! (915171 E-

This package includes the following 

o New Registration 

@Amendment 

o Studies? o Fee Waiver? 

ovolpay %Reduction: __ 
---------- ------ ------ i 

~-------- ~-----------------------------------------, 

for Division 

0 AD 
0 BPPD 
@RD 

Risk Mgr. []] 

Receipt No. s-1 915171 I 
EPA File Symbol/Reg. No. 

Pin-Punch Date: 

1 11556-128 1 

1 411212o12 1 

This item is NOT subject to FFS action. 

~~Action-eude:~---- Parent/Child Decisions: i 

Requested: 

Granted: 

Amount Due: $ -~-

ltil Inert Cleared for Intended Use D Uncleared Inert in Product 

Reviewer:~ Date: ~1/;d----
Remarks: U 
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Ofeaso, 'befo<e J. " Focm. I, OMB No. - EPA United States D Registration OPP Identifier Number 

0 Environmental Protection Agency [8] Amendment 
Washington, DC 20460 D Other: 

Application for Pesticide -Section I 

: 1 
2. EPA I 3. I ' Venus Eagle 

~M# cg) None 0 Restricted 4

. '~Dog 
5. N•moaod II t (l~oNde_ZIP eo-"'~ 6. Expedited Review. In accordance with FIFRA i 3(c)(3) 
Bayer HealthCare LLC, Animal Health Division (b)(l), my product is similar or identical in composition and labeling 
PO Box390 to: 
Shawnee Mission, KS 66201 EPA Reg. No. 

D Check if this is a new address Product Name 

Section - II 

Amendment- Explain below. Final printed labels in response to Agency letter dated 

Resubmission in response to Agency le!!er dated "Me Too· Application 

' ; - E"l''" below. I Oth" - E"l•lo below 

""· ACTION (AMEND Pet Spot-on), See attached for more detail. 
Enclosed for Agency acceptance is revised draft labeling for the subject product, dated 03/26/12. Revisions include those in response to. 
the EPA "Implementation of Label Changes to Pet Spot-On Products" docwnent, dated 9/30/11 (Received 10/1 t/11), and other minor 
word and fo~at 1 Final Printed · , -f,.,·-th is also enclosed. 

Section - Ill 

~ II ; ~t '!!!,tee SoiW>Ie I ; L Type o>' 
0 Yes* Yes y, F Metal 
0 No No No Plastic 

U~i~e:~ckaging wgl 
No,,P?' Pa~~~ewgl. ~~~~i~er Glass 

*Certification must Paper 

be. I Olhec' ; 

~ 0 Ofi I 4. Sl"(') Rot•ll I ; 'ofl ' 0 Label 0 Container p On Label 
Oo I •t• > ocod"ct 

6. Moooec lo Whloh lto Pcod"'t ' U Othec 

~:'".91~"' 

Section -IV 

f. Contact Point ' ' 
" 'be, •, to pro"" 1 · 

N;::glas A. Spilker, Ph.D. 
IItie 

Manager, EPA Regulnlory AITairs Codo) '• ''"""'' "" 

I ; the statements I have made on this form and all attachments thereto are true, accurate and complete. I 
I I false or misleading statement may be punishable by fine or imprisonment or both 

I 
2. ; 

,/1 Yi: ,4. ~X 
3. Tltlo 

Manager, EPA Regulatory AITairs 

4. TypedN•~ 
'"""~ Ph.D. 

5. D•te f 4-, f UJ/2__ 
'"' I ·' 'r; 

EPA Fo= 8570-1 (Rov. 8-94) I Whno-1 

6. ~ate i 

(Stamped) 

I I 

',.,' 
' ' c « ' 

' ' c ' 
' < ' 0 ,. 

" ' 

' 
, .. 

' " 

' ' " '''' ' 
" ' 

" 

' ' c c" 
' ' 
; 

' ; 
" 

" ( " 
' ' ' "' 
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AITACHMENTFOR 

APPLICATION FOR PESTICIDE REGISTRATION 

AprilS, 2012 

Advantage II Small Dog (EPA Reg. No.ll556-128) 

Please find enclosed for the Agency's review and acceptance revised draft labeling, dated 

03/26/12, for the subject product. Many of the revisions are in response to the EPA 

"Implementation of Label Changes to Pet Spot-On Products" document, dated 9/30/1 I 

(Received 1 0!11/11 ), but we have also taken the opporttmity in this amendment to make a 

few minor word and format changes. However, there have been no revisions of any 

efficacy claims. Also, enclosed is the Final Printed Labeling for this product, as requested 

in the aforementioned EPA document. 

The proposed changes to the draft labeling are: 

Page 1: 

1. Revision of the weight and age restriction statement, with a box surrounding it. 

The minimum weight was determined from the EPA-accepted Companion 

Animal Safety studies for this product. 

2. Revision of the referral statements. 

3. Addition of the "cat prohibition" icon. We do not feel this is necessary since the 

identical formulation is registered and sold for use on cats. We are acquiescing to 

the Agency on this point, but ask that this be reconsidered, as it may cause 

unnecessary worry by the users of the product. 

Page2: 

4. In the "HAZARDS TO DOMESTIC ANIMALS," addition of the minimum 

weight for dogs and puppies. 

5. Addition of "Side Effects" text in a box; basically the "boiler plate" language 

specified by the Agency in the aforementioned document, with slight product

specific modifications, based on the findings in the EPA-accepted Companion 

Animal Safety studies for this product, and from accident reports from caseS 'Of , 

6. 

0{ { { 

properly applied product. , , , , 
• 

Addition of"DO NOT USE ON CATS" warning box and icon. Again, this sllou(d 

not be necessary since the identical formulation is registered and sold for u~e ,Q~ , 

Page I of2 

• 
" ' . • 

Amendment 04-05-12 Adv II Sm Dog~tt b".:, 
• 
" ' ' " 

" { { ' { 

' ' ' 
' ' 
" { { { ' 

' . 
' " . ' 

' '' { { { 
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cats. We are acquiescing to the Agency on this point, but ask that this be 

reconsidered, since it may cause unnecessary worry by the users of the product. 

Furthermore, we are unaware of any specific data that determined the specific 

separation period, which we feel is not needed. 

7. Addition of the 1-800 numbers for the carton. 

Page3: 

8. Addition of the minimum weight restriction to bullet #1 of the "HOW TO 

APPLY." 

Page4: 

9. Incorporation of the required "do not allow your dog to ingest this product" 

statement into the language of the bullet #6 of the draft label. 

I 0. Rewording of"GENERAL INFORMATION' to read "PRODUCT 

INFORMATION" as recommended by the Agency in reviews of other Bayer 

spot-on products (e.g. K9 Advantix). 

Pages 5-9: 

No changes. 

No other substantive changes have been made to this label, except for those listed above. 

Therefore, we hope that these minor changes to the label can be readily accepted by the 

Agency for this product, as well as, for the revised labels of the four other Advantage dog 

products -Advantage II Medium Dog, Advantage II Large Dog and Advantage II Extra 

Large Dog - submitted concurrently with this application. If there arc any questions 

regarding these revisions, please contact us immediately [doug.spilkcr@baycr.com; 

(913)-268-2751]. 

Page 2 of2 

' ' { ' 
{ ' { { 

' ' {' 
' ~ { { { 

. . 
< { {. {' 
' 
" ' ' ' 

Amendment 04-05-12 Adv II Sm Dod 1: t!.(i~o;, 
• 
" ' '. 

' { {( ' { 

' ' . 
' 
{" {' { 

' 
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Bayer HealthCare 
Animal Health 

Via Federal Express 

April9, 2012 

Document Processing Desk (AMEND- Pet Spot-on) 
Office of Pesticide Programs (7505P) 
U.S. Environmental Protection Agency 
Room S-4900, One Potomac Yard 
2777 South Crystal Drive 
Arlington, VA 22202-450 I 

Attention: Ms. Venus Eagle/PM 01 

i 

Subject: Advantage II Medium Dog (EPA Reg. No. 11556-125) 
Advantage II Large Dog (EPA Reg. No. 11556-127) 
Advantage II Small Dog (EPA Reg. No. 11556-128) 
Advantage II Extra Large Dog (EPA Reg. No. 11556-128) 

Dear Ms. Eagle: 

Reference is made to the current registrations of the subject products, and 
the Agency's letter to us, dated September 20, 2011 (received October II, 
2011), regarding "Implementation of Label Changes to Pet Spot-on 
Products." 

Please find enclosed for the Agency's review and acceptance respective 
applications and revised draft labeling, dated 0312612012, for each of the 
subject dog spot-on products. Many of the revisions are in response to the 
aforementioned EPA «Implementation" letter, but we have also taken the 
opportunity in these amendments to make a few minor word and format 
changes. However, there have been no revisions of any efficacy claims. 

The letter from the Agency requests the submission of "packaging" ofthese 
products. In addition to the enclosed "Master'' labels for the products, we 
have also enclosed one copy of the printer's proofs of each element of the 
Final Printed Labeling (packaging) for these products. 

Eagle 040912 Adv rt Dog.doc 

Bayer HealthCare LLC 
Animal Health 
P.O. Box390 
Shawnee Mission, KS 6620\-0390 

" c 

c " 
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Since the mandated label revisions outlined in the aforementioned Agency 
letter affect all pet spot-on pet registrations, we encourage the Agency to 
issue a PR Notice, or other regulatory document, that will also mandate a 
single date of packaging compliance for the entire affected industry as one. 
If you have any questions, please do not hesitate to call (913-268-2751 ). 

/(.-/~ 
Douglas A. Spilker. Ph. D. 
Manager, EPA Regulatory Affairs 
Doug.Spilker@Bayer.corn 

Enclosures: 
\) Advanatgc II Small Dog -Application w/att. 
2) Advantage II Small DQg- Draft label, dated 3/26/12 (3 copies) 
3) Advantage II Smail Dog- Final printed labeling proofs (I copy) 
4) Advanatge II Medium Dog - Applicotion w/atl. 
5) Advantage II Medium Dog -Draft label, dated 3!26/12 (3 copies) 
6) Advantage 1\ Medium Dog- Final printed labeling proofs (I copy) 
7) Advanatgc II Large Dog -Application w!att. 
8) Advantage II Large Dog- Draft Iobel, dated 31261\2 (3 copies) 
9) Advantage ll Large Dog- Final printed labeling proofs (I copy) 
10) Advanatgc II Extra Large Dog -Application w/att. 
II) Advantage II Extra Laro,c Dog- Dmft !abc\, dated 3126/12 (3 copies) 
12) Advantage II Extra Large Dog- Final printed labeling proofs (I copy) 

'~ £' 
' ' '' ~ 

' ' 
' < ' ' ' < ' 
" ' 

' " ' " ' 

'" ' 
' " 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON, D.C. 20460 

Dr. Douglas A. Spilker 
Bayer Health Care, LLC 
Animal Health Division 
P.O. Box390 
Shawnee Mission, KS 66201-0390 

July 2, 2012 

OFFICE OF 
CHEMICAL SAFETY AND 

POLLUTION PREVENTION 

Subject: Storage Stability and Corrosion Characteristics Data (Condition of Registration) 
Your submission dated May 12,2010 

Products: Advantage II Medium Dogs 
Advantage II Large Dog 
Advantage II Small Dog 
Advantage Plus 100 for Dogs 

Dear Dr. Spilker: 

EPA Reg. No. 11556-125 
EPA Reg. No.ll556-127 
EPA Reg. No. 11556-128 
EPA Reg. No. 11556-130 

The study (MRlD 48096401) submitted to fulfill the conditional data requirement for the 
products referred to above, in connection with registration under the Federal Insecticide, 
Fungicide, and Rodenticide Act, is acceptable. The condition of registration is considered 
fulfilled. Should you have any questions, please contact me at 703-308-8735 or 
chao.julie@epa.gov. 

Sincerely, 

Julie A. Chao 
Insecticide-Rodenticide Branch 
Registration Division (7505P) 
Office of Pesticide Programs 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON, D.C. 20460 

DATE OUT: June 28,2012 

OFFICE OF CIIE:HICAL SAFET\' 
,\ND POLLliTJO:\ PR£\"ENTIO:-.-

OFFICE OF PESTICIDE PROGRA,\JS 
HEGISTRA TION DIYISIO:-.- (7505P) 

SUBJECT: Storage Stability and Corrosion Study- Product Chemistry Review 

FROM: 

TO: 

Bruce Kitchens I Shyam Mathur 
Product Chemistry Team 
Technical Review Branch I Registration Division (7505P) 

Dani Daniel I Venus Eagle 
Olga Odiott I Richard Gebken 
Rosanna Louie I Mark Suarez 
Melody Banks I Richard Gebken 
Registration Division (7505P) 

Company Name I Number: BAYER HEAL THCARE LLC I !!556 

INTRODUCTION: 

In support of previous applications, the company I applicant has submitted the one year Storage 
Stability and Corrosion Characteristics studies for the following products: 

PM Reg. No. DPBarcode Decision No. MRIDNo. PC Code 
01 11556-125 378289 433954 480964-01 129099; 129032 
01 11556-127 378284 433956 480964-01 129099; 129032 
01 11556-128 378285 433952 480964-01 129099; 129032 
01 11556-130 378293 433957 480964-01 129099; 129032 
13 11556-131 370264 420374 478509-01 067501; 118831 
13 11556-141 385157 443564 482937-01 109701; 129032; 129099 
13 11556-142 385158 443565 482937-01 109701; 129032; 129099 
13 11556-143 385161 443566 482937-01 109701; 129032; 129099 
13 11556-144 385162 443567 482937-01 109701; 129032; 129099 
01 11556-153 401047 463759 487832-01 129099 
10 11556-154 401459 464140 487910-01 036007 

I 
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SUMMARY OF FINDINGS: 

The Technical Review Branch has performed a fast track review of the associated products and 
concludes all of the studies are "acceptable". No products exhibited degradation of the active 
ingredient(s) in the products or corrosion of the packing material were observed during the period of 
testing. 

2 
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DATA PACKAGE BEAN SHEET 
Date: 26-May-2010 

Page I of2 

* * * Registration Information * * * 

Registration: 11556-128- ADVANTAGE II SMALL DOG 

Company: I 1556- BAYER HEALTHCARE LLC 

Risk Manager: RM 01- Venus Eagle- (703) 308-8045 Room# PYt S-7228 

Risk Manager Reviewer: eD~.o~I~D~o~o~lo~l eD~D~A~N~IE~0~3 _______________ _ 

Sent Date: 14-May-2010 Calculated Due Date: 01-Sep-2010 

Type of Registration: Product Registration- Section 3 

Decision #: 433952 

DP #: (378285) 

NON PRIA 

Parent DP #: 

Submission #: 874679 

Edited Due Date: -----

Action Desc: (570) CONDITIONAL REGISTRATION FOLLOW-UP;OATA REQUIRED; REQUIRES RO REVII 

Ingredients: ~-~~Q~~-· __ !!!I_!_~~~~oe_~9_l~_~_!'':l ___________________________ _ 

-~-?-~_9_3_?_• __ !:'xr!p_t:_()_~Y!_~~t~!l_'r0_ _______________ _ 

* * * Data Package Information * * * 

Expedite: 0 Yes • No 

DP Ingredient: 129032, Pyriproxyfen 

129099, lmidacloprid 

Date Sent: 26-May-20t0 Due Back: ____ _ 

DP Title:------------------------------

CSF Included: • Yes 0 No Label Included: • Yes 0 No Parent DP #: 

Assigned To Date In Da1e Ou1 z _ J-'J- 'J-O '-Y 
Organiza1ion: ~RD"'"/~T~R~B _______ _ 

TeamName: cv.-~ 
_ ____ Last Possible Science Due Date: 'lf'11urt~p.Hr-._ 

Science Due Date: ____ _ 

Reviewer Name:----------- Sub Data Package Due Date: ____ _ 

Contractor Name:----------- v 
* * * Studies Sent for Review * * * 

Printed on Page 2 

* * * Additional Data Package for this Decision * * * 
No Additional Data Packages 

* * * Data Package Instructions*** 

Chemistry: Bayer Animal Health has submitted to the Agency data to support their registration claim for stability and corrosio characlerics 
s1udy. Please review for data acceptability. Thank you. Dani Daniel 
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Bayer HealthCare 
Animal Health 

Via Federal Expres:;- £-r:presx Sawr 

May 12,2010 

Document Processing Desk 

( 

Office of Pesticide Programs (7504P)- Additional Information /NonPRIA 
U.S. Environmental Protection Agency 
Room S-4900, One Potomac Yard 
2777 South Crystal Drive 
Arlington, VA 22202-4501 

Attention: 

Subject: 

Ms. Venus Eagle/PM 01 

Advantage II Small Dog (EPA Reg. No. 11556-128) 
Advantage II Medium Dog (EPA Reg. No. 11556-125) 
Advantage II Large Dog (EPA Reg. No. 11556-127) 
Advantage II Extra Large Dog (EPA Reg. No. 11556-130) 

Dear Ms. Eagle: 
Reference is made to the current registrations of the subject products, 
formerly known as "Advantage Plus" products within the Agency's 
system; the primary brand names for these products were changed to the 
subject product names by the Agency on April 29, 2010. 

Enclosed please find the required stability and corrosion characteristics 
study (OPPT Guidelines 830.6317 & 830.6320) to support the continued 
registration of the subject products. Please also note that these data also 
support the pending registration actions for Advantage IGR 5 (EPA 
File Symbol11556- RLN), Advantage IGR 9 (11556-RLR) and 
Advantage 18 (11556-RLE). By submission of this study, we have met 
the required deadline of May 31, 2010 given to us by the Agency. 

If you have any questions, please do not hesitate to call (913-268-2751). 

Sincerely, 

~ 4 ~/"<---c.-' ~-
Douglas A. Spilker. Ph. 
Manager, EPA Regulatory Affairs 
DouQ:.Spiiker.b@Bayer.com 

AttachmcnL~: 

I) Bayer Repon No. 33827 (3 copies) 

CC: K. Davis: A. Metzger {EPA) 
Eagle 051210.doc 

480984.00 

Bayer HealthCare LLC 
Animal Health 
P.O. Box390 
Shawnee Mission, KS 66201-0390 
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+Transmittal Document 

I. Name and Address of Submitter 
Bayer HealthCare lLC 
Animal Health Division 
Box 390 
Shawnee Mission, Kansas 66201-0390 

Douglas A. Spilker, Ph.D. 
Manager, EPA Regulatory Affairs 
(9!3) 268-2751 

2. Regulatory Action in Which this Package is Submitted 

( 

Submission of storage stability and corrosion characteristics report to support the 
continued registration of Advantage II products (EPA Reg. Nos. 11556wl25, -127, 
-128, and -!30) 

3. Transmittal Date 
May !2, 20!0 

4. List of Submitted Studies: 
MRID No. Volume 

48096401 I 

Transmittal Advantage II 05!2!0.doe 

"Evaluation of Stability and Corrosion 
Characteristics of M880 Insecticide," OPPT 830.6317 
& 830.6320, Bayer Report No. 33827, Rose, J., 22 pp. 

Page I of 1 
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Bayer HealthCare 
Animal Health 

Via Federal Express 0211712011 

Document Processing Desk (Final Printed Labeling) 
Office of Pesticide Programs (7504P) 
U.S. Environmental Protection Agency 
Room S-4900, One Potomac Yard 
2777 South Crystal Drive 
Arlington, VA 22202-4501 

( 

Bayer HealthCare LLC 
Animal Heallh 
P.O. Box 390 
Shawnee Mission, KS 66201-0390 

Enclosure: Application for Pesticide (other)- Final Printed Labeling (2 copies each) 

Advantage II Small Dog (EPA No. 11556-128) (04461707, R.O) 
Advantage II Medium Dog (EPA No. 11556-125) (04461723, R.O) 
Advantage II Large Dog (EPA No. 11556-127) (04461725, R.O) 
Advantage II Extra Large Dog (EPA No. 11556-1:217 (04461774, R.O) 

I?; {I 

EPAdoc/Adv II Dog Distr 021711.doc 

~ < <· e < 
' ' ' 

< ., < 

' ' ' " 
• 

' - -

' ' < < < < c 

' 
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Print Form 
Form A rov&d _MB No. 2070..0060 

&EPA 
Unltad Stotol 

Environmental Protection Agency 
Wuhington, DC 20460 

Registration 
Amendment 
Other 

OPP Identifier Number 

Application for Pesticide - Section I 
t. Comp•nv/Product Number 
11SS6-128 

4. Company/Product (Nama) 
Advantage If Smarr Dog 

5, Nama aod Addra" of Applicant {/ncludfl ZIP Codfl} 

Bayer HealthCare LLC, Animal Health Division 
P.O. Box390 
Shawnee Mission, K5 66201-0390 

D Chflck if this~ • n111w addrfiSS 

Amaodmant- Exphlin balow. 

2. EPA Product Man•gar 
Venus Eagle 

PMI 
01 

3. Proposed Clanification 

0 Nora D Ra1trictad 

6. Expedited Review. In accordance with FIFRA Section 3(c)(3) 
lblli), my product is similar or identical in composition and labeling 
to: 

9 EPA Reg. No. ______________ _ 

Product Name 

Section -li 

Final printed labels In raspon~e ta 
Agency !attar dated SEP 2 7 19~9 D 

D 
~ 

Rasubmlalion In raeponaa to Agency ]attar d11tad' -------------

0 
D 
D 

"Me Too• Application. 

Notification- Explain below. Othar- Explain bolow. 

Explanation: Uu additional pao11h~l If nacasaary, (For section I and Section II.) 

Submission of Final Printed Labeling- No action required. 
Contact: doug.spilker@bayer.com 

Section - Ill 
1. Material Thie Product Will Be Packaged In: 

Child·Ra11istant PacKaging Unit PacKaging Water Soluble Packaging 

0v .. · 
U•· 

[Jvoo 
0•· 

[] Yoo 

~No 

• Csrtification must 
bs submittsd 

II "Yea" No. par 
Unit PacKaging wgt, contoinar 

If ·vas· 
PacKage wgt 

3.location of Nat Contents lnlormotian 

0 leba! 18] Contain&r 

4. Sizalsl Ratoil Container 

4/6-0.4ml tube 

No. par 
cantslnar 

2. Typa of Container 

~=:~" 
Gl11 .. 
Paper 
Other (Specify) _________ , 

5. location ol label Oiroctionll , ~ ~ e 
c=J Onlobal cc~~ 6 ~ 
~ On labeling acc&mpanyi!:lg p~oduct 

< • 
6, Manner in Which label ia Affixed to Product ~ Uthograph 

Paper g!U&d c 0 Other _________________ _c•c_c'c'c._ 

'----------------------------------->==";so''~"o'oU:•••~--~----~~------------------~c~~e~~, .. --~---o-----------1 r' .--;- ~ ~ Section -IV c c ~cc~c~ 

1. Contact Point JComploro frt~ms diroctly bolow for idt~nrifict~tion of (ndMdual to bo ccnracrt~d, if nlci$$SfY, to p;;,~~"'·;"Jis IJ{Jplit:ct.'fi/F.l, 

·~· Douglas A Spilker, Ph D. 
Title 
EPA Reg. Affairs Manager 

~e e 
'1''-!f'Pfu:t_ne No. (lncl~da Area Coda) 
9·19Q68-27S1 

Certification 
I certify that the statements I h&va mada on this form and all attachm&nts tharato B/11 tllla, accurate and complota. 
1 acKnowledga that any Knowingly faloa or misleading atatamant moy ba punishable by fma or irnprir;onmant or 
both under opplicobla law, 

3. Titla 

EPA Reg. Affairs Manager 

4. Typad Nama ( V 

Douglas A. Spilker, Ph D. 

EPA Form SS7o-1 (Rev. 8-941 Pro\IIOUS edition• era ob$olote. Whlu • EPA Fll4l Copy !original) 

8. Oi.ita Application 
Rtcalva<: 
(C~<-<C 

c(Stamped) 

Yellow- AppUc1nt Copy 
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79145659 

i~B ~{fS i ~ 
' 

" 

small dog 
Once-a-Month Topical Treatment for Fleas and lice 

~~----1-1 ~·~" On Dogs and Puppies 7 Weeks and Older r /.\"'-. 
and Weighing1o Lbs. and Under ' 

· Kills all flea life stages 
· Prevents fleas on treated dogs from infesting your home 
· Treats, prevents and controls Ike infestations 
ActlvelnyNimt % Bywel&hr 
lmldariOprid ................................ ~.to% 
Pyrlprox)fon ............................... o.rl6'll. 
Otherlngrodionts ..................... 90-44% 
Total ......................................... roo.o"' ~ ~ <' 

llot Content: 4 Tobes, earh)(.o•~. n ozfo..-, mi.) : 

KEEP OUT OF ;l(I\CH: • ; 
OFCHILDREN·.· ·.: ••• 
CAUTION 
Sro bark p;!nel for firM Ald. 
for DirootiOn< for Uso, a~d Sloragund ~ ~ '" 
otrposal, s<o)UpptOn;.,ntallabel'>g r;:sldo. ~ 

0 -
-

-
""" ' -"' 

--

Once-a-Montlt Topleat Treatme~t 
for Fleas a~d lice 

On llo~•a~d ~uppi .. 7Wool:und Ol~orond 
Weigh In~ tOI~._aoo~ Undu 

READ 11£ El!llll~ lAIIU B£FOil~ L'.OI uSE 

l'<lrtlroi'rel'<lllkm•ndTm>im>"lo:f 
floaall!ilkoll<butk>Moo~ 

• ~;~,"~ hoa Iii• •t~.-; 
· ~nl"!llo;, on lreOt<'<l ~sf.nor lrltollm~your 
homo 

.I(,JS noasM!h!", i"lo<Jr<ol "PP~J•otM 
• rrtots.. P<t:"•"Or.ts •nd ">l1!ints.ko tri<!<l<>li<>n< 
PRECAUTIOI!ARYSTATf.MEKrS 
l\o\ZARil5lllfiiJMAA5: 
l!armfLllif~. Causesmoderatoo)'! lrtitotion. 
lwoid oonl"'t with ~ or ololl111\f. wash h !!Ids 
thoroughlywllh so.JP and .....,, w.;:!e r a~or hilldUng. 
1WNWSllli!OM5nCPnMAI.5 
fore.<~omaluseonly.Do ""ruse on pup~sunder 
stY<n wetks of ose. As with any prodoc~ to i\SIJit 
your ..,.lerina ri<lll btfore usiog this pJWoct on 
d~bll~~ed, a~d. Pr!!"i nlor '"'-' rsing a n"m"Is. 
lndMdoal ~tivWes, wllile rare. m~1 occur after 
\&.<>J: Am pesileklo p.nduct f"! PttS. If _sl~• p rrsisl 

No.: 

---. 

~ 
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79N60SI 

Hi~'i? ~{£5 • • 
' 

small dog 
Once-a-Month Topical Treatment for Fleas and Lice 

On Dogs and Puppies 7 Weeks and Older 
and Weighing 10 lbs. and Under 

- Kills all flea life stages 
· Prevents fleas on treated dogs From infestingyollt home 
• Treats, prevents and controls lice infestations 
Act!.., Ingredient 'l:. 6yWelght 
lmldacloprid .............................. 9.co% 
Pyrlpro.<y!on ............................... 0-46% 
Othor lngredlonts ..................... 90-44% 
Total ...................................... ::• co-o.o'l)i ,. ~" 
~•t Conte~t: 6 TUbes, eaoh;;>.0\4 n Ol (0.4 ml) <-

KEEP OUT OF ;R~AG!O , ~ 
OF CHILDREN·,' ',: , __ , 
CAUTION 
See back l"ne! foe f"lrst Aid. 
roc llho<t\onstor llse~•.qd 5torOtelln4 " ~ " 
0\cpos-al, >•( s'Jpp(eroontal tabe~ng l:lside." 

~ " ~ ~ 
' 
' 

• 

"~" " 
~ " " 

' • 

small dog 

Once-a-Month Topital Treatment 
for fleas and Lice 

On D<>s• ond ruwlos 7 W<<kl ~n4 Old« on4 
Wdsh!ng co lbt.aMlln4ar 

R:EA0 mE 9111RE I.ASEL 5Ef0RE fACH USE 

rottM"""""'IImM<IT~motcl 
fk.aaod Lketof.i!~l¢os on Deys 
• ~i!ls•IW,at:l• Sli>i:'l 
· Pr'"'~t<fi~>Soo l"ilt<d <lo;r;tmm inf«!lng yew 

-~ · I>.U.fka>V<itlim" !lours of "!lPI:cot"'n 
• T"l:S, Pl<'>"<n:S ~ <011110~ Ike '"'"t;'"'"' 
PllEO.UTIONAAY5rATDI'.E1!!5 
HAZAIUISTOIKIMAIIS: 
Hormlul ~ SW.IIowed. Caors1s moderote !'f! i nito<~on. 
~~~:>ld coo!.l<twilll eyes ocdothrng. ~h r..r.ls 
thomughl)'wilh;oap and 11'21rT1""''"' allorhanO!io¢ 
HAlAADSTOI'lOMESnCNIIMAI.S 
F« emmot ~ onlr. Do not ust on puppios und" 
soven ...,.ellS o! age. As with any pm<luc~ coo.ull 
your wtorlr~aOan t>olbre using thl'l prodLKt 1111 
dtbllitatod. axed. preg11ant or nu "'"~ anim.!s. 
lodiYiduals.,.;ti.;~os. V>ll ~e rare. "'1'1 ox= al"ter 
Ullng AlN pesticide product for Pf\!1. n ,;gr.s p01si$~ 
or bt<nme moro >Mre. wnsu~ a ffierinarian 
im ""dlately.tr your anima! is on mt<licotiO<t. coosu ~ 
you r vttorioarian bofo re using 1 h~ or a"''<>th., 
~ ........... 
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ffi advantage® II 
small dog 

Once-A-Month Topical Treatment for Fleas and Lice 
On Dogs and Puppies 7 Weeks and Older 

and Welghlngto lbs. and Under 

READ THE ENTIRE LABEl BEFORE EACH USE. 
'For the Prevention and Treatment of Flea and lice Infestations on Dogs 

Ki((s an flea life stages 
Prevents fleas on treated dogs from infesting your home 
One treatment prevents further flea infestations for a month 
Kills fleas on dogs within 12 hours of application 
Treats, prevents and conlrols lice infestations 
Waterproof 
Fragrance-free ===:\ 

:Active Ingredient %By Weight'===: 
·rmidacloprid ..................................................................................................................... 9.1o%' ;;;;;;;;;;;;; 
,Pyrlproxyfen ..................................................................................................................... 0.46'*1-
0ther lngredlents .......................................................................................................... 90.44%-----!Total ............................................................................................................................... too.o<ro, 
! ' i 

KEEP OUT OF REACH OF CHilDREN DIRECTIONS FOR USE 

,CAUTION 
See below for First Aid and Precautionary 
Statements. 

PRECAUTIONARY STATEMENTS 
'HAZARDS TO HUMANS: Hannfulif 
swallowed. Causes moderate eye irritation. 
Avoid coni act with eyes or clolhing. Wash 
hands thoroughly with soap and warm water 
·after handling. 

1
HAZARDS TO DOMESTIC ANIMALS 
For external use only. Do not use on puppies 
,under 7 weeks of age. As with any product, 
'consult your veterinarian before using this 
product on debilitated, aged, pregnant or 
'nursing animals. Individual sensitivities, while 
rare, may occur after using ANY pesticide 
'product for pets. 
If signs persist, or become more severe, 
:consult a veterinarian immediately. If your 
'animal Is on medication, consult your 
,veterinarian before using this or any other 
Product. 
for consumer questions call1·8oo-255·6826. 
'For medical emergencies caii1·Boo-422·9874· 

\fiRST AID 
Have the product container or label with you 

)When caiUng a polson control center or 
doctor, or going for treatment 
,Jfswallowed: carr polson control center or 
,'doctor iinmediately for treatment advice. 
Have person sip a glass of water If able to 
I swallow. Do not Induce vomiting unless told 
to do so by the polson control center or 
[doctor. Do not give anything by mouth to an 
unconscious peison. 
Iff In eyes: Hold eye open and rinse slowly 
and gentry with water for 15-20 minutes. 

[Remove contact lenses, If present, after the 
firsts minutes, then continue rinsing eye. 

I Call a polson coiitrol ct!nterordodorfor 
treatment advice. 

I
ff on skin: Wash with plenty of soap and 
water. 
To Physldan: Treat the patient symptomatically. 
L~~~~~~~ 

It Is a violatiOn of Federal Law to use this 
product in a manner inconsistent with its 
labeling. 

HOW TO OPEN 8:-: 
1. Being careful not to cut close to the blister 

cavities, take scissors and cut off one 
section of the card containing a single tube., 

2. Take the separated section, and cut Into the '1 

blister cavity across the small side, close to 
the cap of the tube. ! 

3- Peel off the foil, and take out the tube. 
4· Repeat steps 1 to 3 for each tube. 

HOW TO APPlY 
1. Use only on dogs. Do not use on other 

animals. 
2. Remove one applicator tube from the 

package. See "HOW TO OPEN" section. 
3. Hold applicator tube in an upright position. '1 

Pull cap off tube. 

CIJ[1][11" 
' . " ' 

" 4· Tum the cap around and place other end (of 

cap back on tube. < ':; ' ' ; 
s. Twist cap to break seal, then remove cap < ' 

from tube. 

6. The dog should be standing for easy 
application. Part the hair on the dog's back, 
between the shoulder blades, until the skin 'i 

is visible. Place the tip of the tube on the 
skin and squeeze the tube to expel the 
entire contents directly on the skin. 
Do not get this product In your pet's eyes or• 
mouth. 

'----------------illl--111-11-11-

" " ' ' ' " ' 

' ' " " ' 
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7- mscard empty tube as described in Storage 
and Disposal. 

8. Under normal conditions the product is 
· effective for a month. However, in case of 

severe flea infestation, retreatment may be 
necessary earlier than four weeks, Do not 
re·treat more often than once every seven 
(7) days.Afterflea control Is obtained, 
return to a monthly retreatment schedule. 

'ADDITIONAL INFORMATION 
The successive feeding activity of fleas on 
',dogs frequently elicits a hypersensitivity skin 
disorder known as flea allergy dermatitis 
,(FAD) or flea bite hypersensitivity. Treatment 
'of dogs with Advantage II rapidly kills fleas 
,within 12 hours which may reduce the 
incidence of this condition. 
f.!! vantage II kills existing fleas on dogs within 
12 hours. Reinfesting fleas are killed within 
.2 hours with protection against further flea 
infestation lasting for four (4) weeks. Pre· 
,existing pupae in the environment may 
'continue to emerge for six (6) weeks orlonger 
depending upon the climatic conditions. 
'Aeas, flea eggs, and flea larvae in the dog's 
environment are killed following contact with 
'an Advantage II treated pet. Advantage II 
'provides multi-stage flea control effectively 
breaking all flea life-cycle stages for quick and 
lasting control of flea populations. 
~vantage II kills adult fleas quickly (within 12 
'hours), inhibits the development of Immature 
flea life stages and prevents them from 
reaching the biting adult stage. 
Advantage II kills chewing lice that infest dogs 
1and puppies, and prevents further 
,infestations. 
1Advantage I lis waterproof and remains 
effective following a shampoo treatment, 
'swimming or after exposure to rain or 
sunlight. 
1Monthly treatments are required for optimal 
,control and prevention of fleas. 

Manufactured For 
'sayerHealthCare llC,Animal Heallh Division, 
P.O. Box 390, ShaWTJee Mission, Kansas 66201 USA 
'sayer, the Bayer Cross and Advantage are 
registered trademarks of Bayer 
©2010 BayerHeallhCare lLC 
Made In Germany 

~nlage II is protected by the following U.S. 
g_aten.!§;_ 6,2:Ea28 and 6,00 r,858_ 

STORAGE AND DISPOSAL 
Do not contaminate water. food or feed by 
storage or disposaL 
PutlddeStorap: Store in a coo[, dry place. 
Pesticide Dlspoul and Container Handling: 
Nonrefillable container. 
If empty: Do not reuse or ~linn th!.S conla[ner. 
Plate In trash orofferfor recycling lfavaUable.'l_ i 
If partlyftlled: Call your local solld waste - j 
agencyor1·800·422·9874 for disposal 1 ~. 
[nstrudlons. Never place unused product ;;;;;;;;;;;;;;: i 
downanylndoororoutdoordraln. !=i 
LIMITED WARRANTY AND 
LIMITATION OF DAMAGES 
Sayer HealthCare LlC, Animal Health Division 
warrants that this material conforms to the 
chemical description on the label. TO THE 
EXTENTCONSISTENTWITH APPliCABlE LAW,! 
BAYER MAKES NO OTHER EXPRESS OR 
IMPliED WARRANTY, INClUDING ANY OTHER ! 
EXPRESS OR IMPLIED WARRANTY OF FITNESS 
OR MERCHANTABiliTY, and no agent of Sayer: 
is authorized to do so except in writing with a i 
specific reference to this warranty. Any 
damages arising from a breach of this 
warranty shall be limited to direct damages 
and shall not include consequential 
commercial damages such as loss of pro tits or 
values, etc. 

-~ ! 

c < c c 

" c c c 

,,i~c< •• o 

79145896 
83000539/0446t707/04461715, R.o 
EPA Est. No. 11556-DEU·t 
EPA Reg. No. 11556-tzS 

c c 

' '· ~ < ~ 

Bayer HealthCar~ 
~ 

' ' 
•• ' ' ' < 
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i1 PM no.; 79154046 
~ ~ CR no.: 004240 
.'1 '! FoiTTlat; 20,5 x 35 mm 

,.~~-;p 

~· •• 
~~~ ,,=./ ,, 

( bdft4~-ffi~ 
"~tmu..tl7· 

7915404 "'"'
1 

t.two:c:~·s• 

Bayer Animal Heallh GmbH 
approved by BAH-PS-TOIPT 
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small dog 
Once-a-Month TopicaLTreatmentforReas and Lice 

On Dogs and Puppies 7 Weeks and Older 
and Weighing 10 lbs. and Under 

· Kills all fiea life stages 
• Pfevents fie as on treated dogs From infesting your home 
· Treats, pfevents andtontfO!S lice infestations 
Actfflo lngndltnt 'l:. BtWeight 
lmldadoPrid ............................... 9.to% 
l'yriPr{).>;ylen .............................. 0.46% 
Othor!ngro<lien!< ..................... 90.44% 
Tot•l ...................................... ;:• roo.o~ ~ ~ ~ 
Nrt Cont~nt: 6 Tub~s. eac~o.o~4 H oz (q .. 4 mL) ~ 

KEEP OUT OF;R~A~·:-;: , ; 
rtn~Hg~, ,' , ,: ,,, 
Se~ back pone! for first Ajd, 
forOirruionsforu.,"andStor.tge..Jnd ~ ~ • 
DI•Pos.JI, ::r~ •"pp;eurOiiral la~e"ngi;slde.h 

c ~ • ~ 

0 ' 

" 
__ ,._ " 

Once-a·MO!lth J:opicatTI'I!atment 
foeReasandlice 

On Pop >hd P"wr., 7 Wttlu •nd Older ond 
Wei&fllns •e lbo. ond Undtr 

REAli TilE Elffi!IE 1/.CEL !UO!tE [AQ! tl5E 

Ta<IM..........,_~..,,.dTrt-to/ 

Fl<>.andlket"f"''"ll=o~llq;> 
• K1Y;;;(( noa IJe <lOW< 
• Pr....,><!lo.,; oo lreal<dOOg>!rom lof<$!1"1: )'Jur 
horc,;, 

· ~~~ lk"'l'ilhln>:t IIO'Jiso/ "''Pktt>On 
• ll<al<. pr<'<'<ni:<MI(l conlrol< li<ero!'S"'!I0115 
PRWtUTIO!WtYSfATf.M£Hl5 
IWAA!lSTOOOIMHS>. 
!lartn!ul il swaiiOII'elf, Caus .. m odrr.ote trf! lnili~<l'l. 
Al<lid <Onlil<l with ey<:S 0 r dothir~g. W>Sh hindS 
thoro ughltwith soap and worm Vlllter afte r hao!IUng. 
HAZARDS TO OGM!;Sll C ANIMALS 
fwextertl.llusooott. Do notus. on puppi .. llr1de< 
s ... n ~~trks ol ig!, AS wilh any plOd U<~ <00$UI! 
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lndi\iduol S<nsiti'oilles, vdJ We rare. may ocwr after 
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yoo rvtto rina ri.ln be!o ro using 1 h~ or any <>!h"' 
product 
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,. .. nr.e,~lentl'lllh!UI:I!ld~ 
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~oBd:>tanMI'I<It~•~ cklsomlilt tlis~erWI'iUes. 

take scirn~and rutoflone se-;tlM ofll>ea<d 
«>nttninga~ltnbe. 

l.Tibll>eso~d~n,ande~!Mtheblisl(< 
......,.~the sn-..1~, dosetothru;>oflhe 

""· 3, I'MiofftJ>e f<lil.andl».! outtilti!M. 
4- ~PN!1UPS SIC 3 lorucl'l •• _,...., 
'· !Monlyondo~OoMI~onctherari/\'101;. 
~.~oneliPI>f(itO<l~frlmthePI<~· 
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s. 11\W ~to t.ukAA thrnwnM OPfrlm .... 

~ flltl. 
6. l'hedogsholo.!brs~f:ormyappl,iatlon. 

PutthoM!to-nthrd<>t'Simk. ~the 
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EB advantage® II 
small dog 

Once-A-Month Topical Treatment for Fleas and Lice 
On Dogs and Puppies 7 Weeks and Older 

and Weighing1o lbs. and Under 

READ THE ENTIRE LABEL BEFORE EACH USE. 
for the Prevention and Treatment of flea and Uce Infestations on Dogs 

Kills all Ilea life stages 
Prevents fleas on treated dogs from infesting your home 
One treatment prevents further flea infestations for a month 
Kills fleas on dogs within 12 hours of application 
Treats, prevents and controls lice infestations 
Waterproof 
fragrance-free 

. . -· _, 
'Active Ingredient % By Weight=== i 
'r 'd 1 'd "''- 1 

,::~i:r~~~~n:::::::::::::::::::::::::::::::::::::::::::::::::::::::::::::::::::::::::::::::::::::::::::::::::::::::::::::::::::::~ .. :~~==\ 
Other lngredlents .......................................................................................................... Q0.44~ -I 
_Total ............................................................................................................................... 1oo.o , - 1 

KEEP OUT OF REACH OF CHilDREN DIRECTIONS FOR USE 

.CAUTION 
See below for First Aid and Precautionary 
,Statements. 

PRECAUTIONARY STATEMENTS 
HAZARDS TO HUMANS: Harmful if 
~wallowed. Causes moderate eye irrilation. 
Avoid conlact with eyes or clothing. Wash 
hands thoroughly with soap and warm water 
:after handling. 

HAZARDS TO DOMESTIC ANIMALS 
'for external use only. Do not use on puppies 
,under 7 weeks of age. As with any product, 
'consult yourveler'rnarian before using this 
product on debilitated, aged, pregnant or 
'nursing animals. Individual sensitivities, while 
rare, may occur after using ANY pesticide 
~product for pets. 
If signs persist, or become more severe, 
'consult a veterinarian immediately. If your 
'animal is on medication, consult your 
.veterinarian before using this or any other 
~roduct. 
for consumer questions caii1·Boo·255·6S26, 
'for medical emergencies call 1·800·422·9874-

I FIRST AID 
Have the product contalnerorlabel with you 
jwhen calling a poison control center or 
'doctor, or golngfor treatment. 
,ffswallowed: Call polson_control center or 
!doctor immediately for treatment advice. 
Have person sip a glass of water If able to 
I swallow. Do not induce vomiting unless told 
.to do so by tire polson control center or 
]doctor. Do not give anything by mouth to an 
unconscious person. 
/If In eyes: Hold eye open and rinse slowly 
and gently wlth water for 15-20 minutes. 
I Remove contact lenses, If present. after the 
firsts minutes, then_ continue rinsing eye. 

lean a polson control centerordoctorfor 
treatment advice. 

I 
If on skln: Wash with plenty ofsoapand 
water, 
To Physician: Treat the patient symptomatically. 

L 

It Is a violation of Federal law to use this 
product in a manner inconsistent with its 
labeling. 

HOW TO OPEN l5>c:: 
1. Being careful not to cut close to the blisler 

cavities, take scissors and cut off one 
section of the card containing a single tube.

1 

2. Take the separated section, and cut into the i 
blister cavity across I he small side, erose to 
the cap of the tube. ! 

3. Peel off the foil, and take outthe tube. 
4· Repeat steps 1 to 3 for each tube. 

HOW TO APPLY 
1. Use only on dogs. Do not use on other 

animals. 
2.Remove one appflcator tube from the 

package. See "HOW TO OPEN" section. 
). Hold applicator tube in an upright position. i 

Pull cap off tube. 

[l][l][1J« 
' ' ' 4. Tum the cap around and place other end•Jf ~ 

cap back on tube. < , ,- ' < ; 

5· Twist cap to break seal, then remove cap c- < 

from tube. 

6. The dog should be standing for easy 
application. Part the hair on the dog's back, 
between the shoulder blades, until the skin 1 

is visible. Place the tip ofthe tube on the 
skin and squeeze the tube to expel the 
entire contents directly on the skin. 
Do not get this product in your pet's eyes or' 
mguth. 

II II 

< < < < 

' < < < < 

" ' ' ' < '• < 

. . 
•• < < (' 
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7- Discard empty tube as described in Storage 
and Disposal. 

8. Under normal conditions the product is 
effective for a month. However, in case of 
severe flea infestation, retreatment may be 
necessary earlier than four weeks. Do not 
re-treat more often than once every seven 
(]) days. After flea control is obtained, 
return to a monthly retreatment schedule. 

~DDITIONAL INFORMATION 
The successive feeding activity of fleas on 
pegs frequently elicits a hypersensitivity skin 
disorder known as flea allergy dermatitis 
(FAD) or flea bire hypersensitivity. Treatment 
;of dogs with Advantage II rapidly kiUs fleas 
_within 12 hours which may reduce the 
·incidence of this condition. 

Advantage II k!!ls existing fleas on dogs within 
'12 hOurs. Reinfesting fleas arekll!ed within 
,2 hours with protection against further flea 
infestation lasting forfour (4) weeks. Pre· 
existing pupae in the environment may 
1continue to emerge for six (6) weeks or longer 
depending upon the climatic conditions. 

1

F[eas, flea eggs, and flea larvae in the dog's 
environment are k!lled following contact with 
'an Advantage II treated pet. Advantage rr 
'provides multi-stage flea control effectively 
breaking a!! flea life-cycle stages for quick and 
·lasting control of flea populations. 
Advantage II kills adult fleas quicldy (within 12 
'hours), inhibits the development of immature 
flea life stages and prevents them from 
reaching the blling adult stage. 
Advantage II kills chewing lice that infest dogs 
'and puppies, and prevents further 
,infestations. 
Advantage I! is waterproof and remains 
effective fo!!owing a shampoo treatment, 
1swimming or after exposure to rain or 
_sunlight. 
''Monthly treatments are required for optimal 
_control and prevention of fleas. 

Manufactured for 
'BayerHeallhCare LLC,Anima! Hea!rh Division, 
P.O. Box 390,Shawnee Mission, Kansas662ot USA 
'sayer, the Bayer Cross and Advantage are 
_registered trademarks of Bayer 
(02010 Bayer Health Care LLC 
Made In Germany 
' Advantage II is Jl'Otected by the following U.S. 
Q_atents: 6,2BJ2B and 6,oot,Bs8_ 

STORAGE AND DISPOSAL 
Do not contaminate water, food or feed by 
storage or disposal. 
Pesticide Storage: Store In a cool, dry place. 
Pesticide Disposal and Container Handl!ng: 
Nonrefillable container. 
!f empty: Do not reuse or refill this container, 
Place in trash or offer for recydlng!faval[ab!e.j 
!f partty filled: Call your loca[so!id waste ===. 
agencyot1·Boo-422·9874 for disposal ) -: 
instructions. Never place ·unusi!d product _i 
down any Indoor Or outdoor drain, 1-1 
LIMITED WARRANTY AND ;;;;;;;'I 
LIMITATION OF DAMAGES 
Sayer HealthCare LLC, Animal Health Division 
warrants that this material conforms to the 
chemica[ description on the label. TO THE 
EXTENTCONSISTENTWITHAPPLICABLE LAW,! 
BAYER MAKES NO OTHER EXPRESS OR 
IMPLIED WARRANTY. INCLUDING ANY OTHER I 
EXPRESS OR IMPLIED WARRANTY OF FITNESS 
OR MERCHANTABILITY, and no agent of Bayer', 
is authorized to do so except in writing with a i 
specilic reference to this warranty. Any 
damages arising from a breach ofthls 
warranty sha!! be [imlted to direct damages 
and shall not Include consequential 
commercia[ damages such as loss of pro tits or 
values, etc. 

7914s896 
BJ000539/0446t707/04461715, R.o 
EPA Est. No. ttss6·DEU·t 
EPA Reg. No. ttSS6·t28 

Bayer HealthCani 

" ' 
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Bayer HealthCare 
Animal Health 

June 01,2011 

Document Processing Desk 
Office of Pesticide Programs (7504P)- NonPRlA 
U.S. Environmental Protection Agency 
Room SR4900, One Potomac Yard 
2777 South Crystal Drive 
Arlington, VA 22202-4501 

Attention: Ms. Venus Eagle/PMOl 

Subject: Advantage II Kitten (EPA Reg. No. 11556-150) 
Advantage II Small Cat (EPA Reg. No. 11556-151) 
Advantage II Large Cat (EPA Reg. No. 11556-152) 
Advantage II Small Dog (EPA Reg. No. 11556-128) 
Advantage II Medium Dog (EPA Reg. No. 11556-125) 
Advantage II Large Dog (EPA Reg. No. 11556-127) 
Advantage II Extra Large Dog (EPA Reg. No. 11556-130) 

Bayer HealthCare LLC, Animal Health Division received notice from the 
Agency for the conditional registration requirement of enhanced quarterly 
incident reporting for Advantage II Dog and Cat registrations on April29, 
2010 and June 24,2010 respectively. This enhanced reporting was to begin 
with the quarter starting January 01, 2011. In compliance with this request, 
Bayer is providing the following listing of incident reports along with tables 
of additional analysis as requested in the Agency's letters of April29, 2010 
and June 24, 2010. In addition, Bayer's letters to the Agency regarding 
notification of first shipment dated December 09, 2010 are attached for 
reference. 

This submission includes the following tables covering incident reporting 
from January 01,2011 through March 31,2011: 

Summary Table (multiple pages due to length) 
Breed Summary 
Age Range Summary 
Clinical Signs Summary 
Organ System Summary 
Patient Weight Range Summary 
Product Weight Range Summary 

Bayer HealthCare LLC 
Animal Health 
P.O. Box390 
Shawnee Mission, KS 6620 t 
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Bayer HealthCare 
Animal Health 

Page 2 of 3 

Route of Exposure Summary 
Secondary Exposure Summary 

Due to the length of some of the tables and to provide the Agency the ability 
to sort, this data is being provided electronically on a CD. The data was 
extracted from Bayer's pharmacovigilance data base (P.V. Works). 

Deaths 
Deaths were reported in two (2) felines that had previously received 
treatment with Advantage II during the period of review. Specifics are as 
follows: 

2011-US0006708 
An unspecified Advantage II product (unknown if for Dogs or Cats and 
unknown dose) was applied to a 6 year old male cat of unknown weight and 
breed. An undetermined time post-application, the cat made a low, 
grumbling sound, his body went limp, and he wasn1t moving. The owner 
took the cat to a veterinarian who was unable to resuscitate the cat. No 
necropsy examination was performed. 
Assessment: 
Death would not be expected with topical use of the product. With no 
necropsy being performed it is impossible to verify cause of death and any 
involvement the product may have had. The product was applied to other 
cats in the household at the same time without consequence. The attending 
veterinarian suspects cardiac arrest of unknown reason and the veterinarian 
did not believe the event was product-related. 

2011-US0007111 
On 25 Mar 2011 Advantage II Large Cat was applied to Corduroy an II 
pound, I 0 year old, neutered male, Domestic Shorthair per labeled 
directions. At the same time Advantage II was applied a Capstar was given 
per the direction of the vet. Capstar and Advantage II were administered to 
Corduroy due to a massive flea infestation that was causing severe anemia. 
At an unspecified time after application Corduroy became anorexic, 
wouldn't drink, was lethargic and ended up passing away on 27 Mar 2011. 
Assessment: 

Bayer HeatthCare LLC 
Animal Health 
P.O. Box 390 
Shawnee M1ssion, KS 66201 
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Bayer HealthCare 
Animal Health 

Page 3 of 3 

( 

Symptoms leading to death would not be expected with the topically acting 
product. The patient also had severe anemia which needs to be considered. 
With out a necropsy being performed it is impossible to verify the cause of 
death and any involvement the product may have had. What role, if any, the 
concomitant medications played in this case cannot be determined as well. 
The owner noted she did not believe that the product played a role in the 
patient's death. 

We believe this summary of data meets the requested information in the 
Agency's requirements for enhanced reporting as outlined in its January 19, 
2011 communication to Bayer. 

A report with the confidential sales information and additional analysis of 
incident rates based on doses sold is being sent to the Registration Division, 
Immediate Office (attn. Ms. Kimberly Nesci). 

If there are any questipns regarding this submission, please contact me by 
phone at 913.268.2573 or by e-mail at gary.brumley@bayer.com. 

Giiruniley {, 
Senior Consultant 
Regulatory Affairs 

Bayer HealthCare LLC 
Animal Health 
P.O. Box390 
Shawnee Mission, KS 66201 
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Bayer HealthCare 
Animal Health 

Viu Federal ExpreSJ- Expre!is Sarer 

December 9, 20!0 

Document Processing Desk 
Office of Pesticide Programs (7504P)- NonPRIA 
U.S. Environmental Protection Agency 
Room S-4900, One Potomac Yard 
2777 South Crystal Drive 
Arlington, VA 22202-4501 

Attention: Ms. Venus Eag1e/PM 01 

( 

Subject: ·Advantage ll Small Dog (EPA Reg. No. 11556-128)
Advantage ll Medium Dog (EPA Reg. No. 11556-125)~ 
Advantage ll Large Dog (EPA Reg. No. ll556-127) ~

Advantage ll Extra Large Dog (EPA Reg. No. 11556-130) 

Dear Ms. Eagle: 

Reference is made to the current registrations of the subject products. One 
of the conditions of acceptance of the subject registrations is that "[We] 
must provide the Agency with a projected release for shipment at least 30 
days in advance." 

Therefore, we are hereby notifying the Agency that our first 
anticipated shipment of product will be on or after January 17,2011. 

If you have any questions, please do not hesitate to call (913-268-2751). 

Sincerely, 

~pit~. D?:;."t:-i'::::k~~--
Manager, EPA Regulatory Affairs 
Doug.Spilker@Bayer.com 

Cc: K. Davis (EPA)- email 

Bayer HeallhCare LLC 
Animal Health 
P.O. Box 390 
Shawnee Mission, KS 66201-0390 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON, D.C. 20460 

JUN 22 1010 

OFFICE OF CHEMICAL 
SAFETY AND POLLUTION PREVENTION 

Douglas Spilker, Ph.D 
Bayer HealthCare LLC, Animal Health Division 
P.O. Box 390 
Shawnee Mission, KS 6620!-0390 

Dear Dr. Spilker: 

Subject: Revised Basic Confidential Statements of Formulation (CSFs) 
Advantage II Small Dog, EPA Reg No. 11556-128 
Advantage II Medium Dog, EPA Reg No. 11556-125 
Advantage 11 Large Dog, EPA Reg No. 11556-127 
Advantage II Extra Large Dog, EPA Reg No. 11556-130 
Your submission dated June 1, 2010 

The CSFs referred to above, submitted in connection with your application for 
registration under the Federal Insecticide, Fungicide, and Rodenticide Act, as amended are 
acceptable. All previously dated Basic CSFs for this product are superseded and are considered 
obsolete. 

If you have any questions, please contact Autumn Metzger at (703) 305-5314 or 
metzger .autumn@epa.gov. 

Regards, 

~ ~~-~-
Venus Eagle (PM 01) ~../ 
Insecticide-Rodenticide Branch 
Registration Division (7505P) 

Page I of I 
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FAST-TRACK AMENIJiMENTS-Completeness Screening Checklist 
Experts In Processing Signature· ~-· ···-

j 
- . 4<li"' /) ./ / 

EPA Reg. Number: II 
. I::/ \'·:J .,,,,-:, . -~ ' -··-· ·_ ·.· · ·. ·· • · ,)',l"o I J'.i.A 

., ' .. •-. ' ' ~ . ' ', ·: ..... ', . . ' :' . : .. ":. ._· . ' . : ".· ', ·•· .. ..I•- '• '' 

1 Application Form (EPA Form 8570-1) -signed? v 

2 
Confidential Statement of Formula (EPA Form 1:1.) tV-29) v 

3 
Certification with Respect to Citation of Data (EPA Form 8570-34) 
signed? v 

4 Formulator's 
' 

Statement (EPA Form oo tu-.t.t)- / 

5 Data (EPA ~8570-351 rA •. for o usesl i/ 
a) S 

I b) owns data or list only the 
I ~c:p~av _c)_ ' See '98-5 

' 

6 Is Label Included? (5 copies) I/ 
I Comments: 
I 

' 

N6J.J ~cJ, 
' I 

i J .. 'I ' 

" 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON, D.C. 20460 

DOUGLAS A. SPILKER, PH.D. 
BAYER HEALTHCARE LLC 
ANIMAL HEALTH DIVISION 
PO Box 390 
SHAWNEE MISSION, KS 66201-0390 

June 3, 2010 

PRODUCT NAME: ADVANTAGE II SMALL DOG 
COMPANY NAME: BAYER HEAL THCARE LLC 
OPP IDENTIFICATION NUMBER: 
EPA FILE SYMBOL: 11556-128 
EPA RECEIPT DATE: 06/02110 

SUBJECT: RECEIPT OF AMENDMENT 

DEAR REGISTRANT: 

OFFICE OF 
PREVENTION, PESTICIDES AND 

TOXIC SUBSTANCES 

The Office of Pesticide Programs has received your application for an amendment and it 
has passed an administrative screen for completeness. 

During the initial screen we determined that the application appears to qualifY for fast 
track review. The package will now be forwarded to the Product Manager for review to 
determine its acceptability for fast track status. 

If you have any questions, please contact Registration Division, Risk Management Team 
I, at (703) 308-8045. 

Sincerely, 

p. If llu-u"'--"' 
Front End Processing Staff 
Information Services Branch 
Information Technology & Resources Management Division 
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IFee for Service! {875707?-

This package includes the following 

o New Registration 

@Amendment 

o Studies? o Fee Waiver? 

o volpay % Reduction: 

for Division 

0 AD 
0 BPPD 
@RD 

Risk Mgr. [J.J 

Receipt No. S-1 875707 

EPA File Symbol/Reg. No. I 11556-128 

Pin-Punch Date: I 6/2/2010 

R 
,------A-ctiun-eud1=e~: --~ · Parent/Child Decisions: i 

This item is NOT subject to FFS action. 

Requested: 

Granted: 

Amount Due: $ __ _ 

~1. "1-fV""'"" . . ~. (?_,J_ !a~XjJQ'-----" '-----------

bsi Inert Cleared for Intended Use 

Reviewer: Cf{V)f]Gy~ 
Remarks: a-

Uncleared Inert in Product 

Date: tP ( ?:>/ i 0 
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Pf•tl$11 r••d IMtructio o~ feven• b•fofe comDieti '"'~· F A rove . OMB No. 21')70-0nl '·'•·· 
Print Form 

United Stotos § Registration OPP Identifier Number 

&EPA Environmental Protection Agency Amendment 
Washington, DC 20460 Other 

Application for Pesticide - Section I 
t. Company/Product Number 2. EPA Product Manager 3. Proposed Classification 
11556-128 V. Eagle 

0Nono D Restricted 
4. Company/P1oduct {Nama) PM# 
Advantage II Small Dog Team 01 

5. Nome and Address of Applicant {lncludo ZIP Code} 6. Expedited Reveiw. In accordance with FIFAA Section 3Icll3J 
Bayer HealthCare LLC, Animal Health Division {b){i), my product is similar or identical in composition and labeling 
P. 0. Box390 to: 
Shawnee Mission, KS 66201-0390 EPA Reg. No. 

D Chock ff !his Is 11 now oddross Product Name 

Section - II 

0 Amendment- Explain below. D Finol printed labels in ropaonso to 
Agency Iotter dated 

D Rasubmission in response to Agency latter dated D ~MD Too" Application. 

D Notification· Explain below. D Other· Exploin bolow. 

Explanation: Uso odditionol pogolsl if nocossary. {For section I and Soction II.) 

Enclosed for Agency acceplance are 2 copies of the Confidential Statement of Formula, dated 06/0 Ill 0, revised to widen the certiftcd 
limits for , and update other information. Please see attached for further information. Minor formulation change (no data to review); 
Non-PRIA action. 

Section - Ill 
t. M•toriol Thl• ProduC1 Will Be Poclcogod In: 

Child-Rosistant Pockeging Unit Packaging Water Solubla Packaging 2. Typo of Container 

Et Er· B y, 

§M"'' No J!!Xt Plastic 
No Glass 

• Certification must 
If ~Yas~ No. par If "Yes~ No. per Papor 
Unit Packaging wgt. container Package wgt container Other !Spocifyl 

be submittfJd 
I 

3. l.ocotion of Not Contonts Information 4. Size{sl Ratoil Container 5. location of label Directions 

0 l.abol 0 Contoinor 
~On label 

On Labeling accompaning product 

6. Manner in Which Lobel is Affixed to Product §Uthograph 0 Other 
Papor.ftluad 
Stonc1od 

Section -IV < ~. < 
< < . . 

t. Contact Point (Comploto itoms dirocrly bulow for idontificotion of individual to btl contoctod, ff nucossory, to procns this t:',:p/icotion.J --Nama Title , ,! TalophonocNo. 1T-ncluda Atea Code) 
Douglas A. Spilker, Ph. D. (doug.spilker.b@bayer.com) Manager, EPA Regulatory Affairs ~LL '9' e ' ·i !3-268-2751 

( < <<<~ 

Certification ' ~' <" 'O; 'iYata Application 
' ' 

1 cenily thot tho statements I hove modo on this form and all attachments thereto are true, accurate and co'inplate. ' ' R4ceiv&d 
' ' ' 

1 acknowladgo that any knowlinglly false or misleading statement may be punishable by fine or imprisoiVhhn~~r ' ~ ,. {Stamped) 
both under applicable law. ' ' ' ' < 

2. Sig""7fi4' 4 ~ AP 
. ' 3. Tltlo " " '' ' 

Manager, EPA Regulatory Affairs ' ' ' ' . ' '.'' 
4. Typad Nama v v 5. Dote 

Douglas A. Spilker, Ph. D. ()/ ~L$to 

.. . . . EPA l="rm 8570-1 IRov. 3-941 PloV!ous ed1t1ons ara obsolete. Whita EPA File CoDv lonolnoll Yanow A»DHcant Co 
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Bayer HealthCare 
Animal Health 

Via Federal E.111ren 

June I, 2010 

Office of Pesticide Programs (7504P)- Amendments/NonPRIA 
U.S. Environmental Protection Agency 
Room SA900, One Potomac Yard 
2777 South Crystal Drive 
Arlington, VA 22202-4501 

Attention: 

Subject: 

Ms. Venus Eagle/PM 01 

Advantage II Small Dog (EPA Reg. No. 11556-128) 
Advantage II Medium Dog (EPA Reg. No. 11556-125) 
Advantage II Large Dog (EPA Reg. No. 11556-127) 
Advantage II Extra Large Dog (EPA Reg. No. 11556-130) 

Dear Ms. Eagle: 
Enclosed please find applications for the revision of the Confidential 
Statements of Formula for the subject products. All of the revisions are 
identical for all four products, so we would appreciate it if all four 
actions be assigned to the same reviewer. Although these are 
amendments, there are no data to review, and we hope that these could be 
expedited during the review and acceptance process. 

If you have any questions, please do not hesitate to call (913-268-2751 ). 

SincAfirt A-~ 
Douglas A. Spilker. Ph. D. 
Manager, EPA Regulatory Affairs 
Doug.Spilker.b@Bayer.com 

Enclosures: 4 Applications for AmciJ(Jment, dated 06/0t/10 

Eagle 060110 cover lcucr.doc 

.. 

Bayer HealthCare LLC 
Animal Health 
P.O. Sox 390 
Shawnee Mission, KS 66201-0390 

, . 
< ~ < • 

, 

c ' 

'''''' c 

''' ~ 
'' '' 
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Bayer HealthCare 
Animal Health 

Via Federal £\press 

June 1, 2010 

Document Processing Desk 
(Amend- Non-PRIA Action) 
Office of Pesticide Programs (7504P) 
U.S. Environmental Protection Agency 
Room S-4900, One Potomac Yard 
2777 South Crystal Drive 
Arlington, VA 22202-4501 

Attention: Ms. Venus Eagle, PM Team 01 
Registration Division 

Advantage II Small Dog (EPA Reg. 11556-128) 

a. Fonn 8570-1 Application for Amendment 

b. Attachment to Application (1 page) 

( 

Bayer HeallhCare LLC 
Animal Health 
P.O. Box 390 
Shawnee Mission, KS 66201-0390 

c. Confidential Statement of Formula, dated 06/01/10 (2 copies) 

d. Confidential Statement of Formula, dated 09/09/09 (Supersedes) w!EPA 

Acceptance letter, dated 11/04/09 

EaglcAdviiSDAm~ndCSF060110.doc ~ 

< < < ' ' ' , , ,, 

, , 
' " ''' , 

' ' < ' 

' < ' ' 
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( 
' I 

Material to be added to an e-Jacket!Jacket 

Reg. No. /ISSG-l Z8 Decision# LJL(o lr?tJ 

Description: AtM~ MixfiAcrlJM 

1. Placeme~ within the e-Jacketljacket: 

g' Default: (chronological, top= newest) 

D File Location: (eg. "before page 45 in .pdf') 

2. dsend to Data Extraction contractors this material: 

D NJwly stamped accepted label 

Q/ Notification 

D NewCSF 

D Other: __________ _ 

3. Attach this coversheet to the top of the material or jacket. It must be well 
organized and clipped together, NOT STAPLED. Then give the material with 
this coversheet to staff in the Information Services Center (Room S-4900). 

Reviewer: 

Phone: 
~+U~ 
1Crs-~lf7- O\S,0 

Division: 

Date: 

Created September27, 2010 
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Mary McKinney Hunt 
Bayer HealthCare LLC 
Animal Health Division 
POBox 390 
Shawnee Mission, KS 66201 

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
\V ASHINGTON. D.C. 20460 

OFFICE OF 
PREVENTION, PESTICIDES AND 

TOXIC SUBSTANCES 

Subject: Notification of the addition of the agency required changes (letter dated 4/29/201 0) and 
the optional text [Sample-not for (re)sale] for Advantage II Small Dog (EPA Reg.# 11556-128) 

Dear Ms. McKinney Hunt: 

The Agency is in receipt of your Application for Pesticide Notification under Pesticide 
Registration Notice (PRN) 98-10 dated 9/15/20 I 0 for the product Advantage II Small Dog (EPA 
Reg.# 11556-128). The Registration Division (RD) has conducted a review of this request for 
its applicability under PRN 98-10 and fmds that the action(s) requested fall within the scope of 
PRN 98-10. The Confidential Statement of Formula (CSF) and/or label submitted with the 
application has (have) been stamped "Notification" and will be placed in our records. 

If you have any questions, please call me directly at 703-347-0156 or 
urbanski.jennifer@epa.gov. 

Sincerely, 

M W1 /t<A 
Jennifer Urbanski 
Registration Division (7505P) 
Office of Pesticide Programs 
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PI ease rea d. mstruclions on reverse before como/. . /om>. 
( 

Form Aooroved, OMB No. 2070-0060 - EPA 
United States D Registration OPP Identifier Number 

0 Environmental Protection Agency D Amendment 
Washington, DC 20460 I:Z] Other: 

Application for Pesticide· Section I 
1. CompanyfProduct Number 2. EPA Product Manager 3. P!Oposed Classilication 
11556-128 Venus Eagle 
4. Company/Product (Name) PM# [8] None 0 Restricted 
Advantage II Small Dog Olffcam 1 
5. Name and Address of Applicant (Include ZIP Code) 6. Expedited Review. In accordance with FIFRA Section 3(c)(3) 
Bayer Health Care LLC, Animal Health Division (b)(l), my product is similar or identical in composition and labeling 
POBox390 to: 

Shawnee Mission, KS 66201 EPA Reg. No. 

0 Cheek If this is a new address Product Name 

Section. 11 

D Amendment- Explain below. D Final printed labels in response to Agency letter dated 
D Resubmission in response to Agency tetter dated D 'Me Too" Application 

[8] Notification • Explain below. D Other· Explain below 

Explanation: Use additional page(s) if necessary. (For Section I and Section II.) IVV I .. ·~~ TION 

NON PRIA ACTION. Please see attached for more detail. SEP 2 7 2010 
Enclosed for Agency acceptance !sa draft label for Advantage II Small Dog (EPA Reg. No. 11556-128). The proposed revisions are in 
accordance with Agency letter dated 4/29/2010 and added the optionat text: (Sample-not for (re)satei. 

Section - Ill 
t. Material This Product Will Be Packa ed In: 
Child-Resistant Packaging Unit Packaging Water Soluble Packaging 2. Type of Container 
D Yes• DYes DYes 0 Metal 

D No D No D No 0 Plastic 
If "YesH No. per If ''YeS' No. per D Glass 

*Certmcation must 
Unit Packaging wgt. container Package wgt. conlainer 

D Paper 

besubm;tted D Other (Speciliy) 
3. Location of Net Contents Information 4. Size(s) Retail Container 5. Location of Label Directions 
D Label D Container DOn Label 

D On labelinQ accompanying product 
6. Manner in Which Label is Affixed to Product !:::! Uthograph 0 Other 

D Paper glued 
D Stenciled 

Section· IV 
t. Contact Point (Complete items directly below for identification of individual to be contacted, if necessary, to process this application)~ e 

Name Tille Telephone Np. (t~cJude Area 
Mary M. Hunt Pesticide RegistrntiOIIS Manager ~S:?~e) ~.• ~ 

' < < 913'21;8-2311 
Certification < ··~ 6. Da!e ~Pplication 

I certify that the statements I have made on this form and all attachments thereto are true, accurate and complete. ~I' i " Rccert·c!t 
< 

'(Stamped) acknowledge that any knowingly false or misleading statement may be punishable by line or imprisonment or both ' < 

under applicable law. ' < c c < 
< < ' 

'· ~llLL~~---111 ~ 3. Title -<~r, " ' 
Pesticide Registrations Manager 

< < < 
" ( ' < 

< < 
' (( (( 

4. Typed Name 5. Date < 

Mary M. Hunt q-15~~01(7 <' <. 

' ' '·'" . . .. . EPA Form 8570-1 (Rev. 8-94) Prevrous edrtrons are obsolele Whtte· EPA Frle COPY (orrgrnal) Yellow Apptrcant Copy 
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B~yer He~lth Ca~e, Animal n:~.ch Division 
Advantage II Small Dog 
EPA Reg. No. 11556-128 
September 15, 2010 

Section II Explanation 

( 
EPA Form 8570-1, Page 2 of 2 

Enclosed for Agency acceptance is a draft label for Advantage II Small Dog, EPA Reg_ No_ 11556-128. 

The proposed revisions were made in accordance with Agency letter dated 4/29/2010, and added optional 
text: [Sample-not for (re)sale] 

This notification is consistent with the provisions of PR Notice 98-10 and EPA regulations at 40 CFR 
152.46 and no other changes have been made to the labeling or the confidential statement of formula of 
this product. Bayer understands that it is a violation of 18 U.S. C. Sec. 1001 to willfully make any false 
statement to EPA. Bayer further understands that if this notification is not consistent with the terms of 
PR Notice 98-10 and 40 CFR 152.46, this product may be in violation of F1FRA and Bayer may be subject 
to enforcement action and penalties under sections 12 and 14 of F1FRA. 

' "' ' 
~ "' ' ' ' " '' ' ' '~' ' ' ' ' ' ' 

' ' ' ' ' 
' ' ' ' 

' ' ' ' ' < ' c 
' 
'' '' 

- ' ' ' '' ' ' "' ' ''''' ' 

' ' '' 
"' 
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ro_n_P_R_I_A_A_c_ti_o_n _____ _JI r·· L_----{( 

Bayer HealthCare 
Animal Health 

September 15, 20 I 0 

Document Processing Desk (NOTlF) 
Office of Pesticide Programs (7504P) 
U.S. Environmental Protection Agency 
Room S-4900, One Potomac Yard 
2777 South Crystal Drive 
Arlington, VA 22202-4501 

Attention: Ms. Venus Eagle, Team 1 

SUBJECT: Notification of Label Revision to 
Advantage II Small Dog, EPA Reg. No. 11556-128 
Advantage II Medium Dog, EPA Reg. No. 11556-125 
Advantage II Large Dog, EPA Reg. No. 11556-127 
Advantage 11 Extra Large Dog, EPA Reg. No. 11556-130 

Dear Ms. Eagle: 

Please find enclosed for the Agency's review and acceptance, a Notification 
(EPA Form 8570-1 and attachment) and draft label dated September 15,2010 
for each subject product. 

The proposed revisions are the required changes in accordance with Agency 
letter dated 4/29/2010, and the addition of optional text, [Sample-not for 
(re)sale], to all package sizes (SKUs). 

Thank you for your assistance with this notification process, and please contact 
me at 913-268-2311 or mary.hunt.b@bayer.com if you have any questions or 
need further information. 

Respectfully, 

BAYER HEALTHCARE LLC 
ANIMAL HEALTH DIVISION 

Mary McKinney Hunt 
Pesticides Regulatory Manager 

Encl: (4) 8570-1 Application for Pesticide Notification 
(4) Attachment to Application for Pesticide Notification 
(4) Draft Label (3 cc each) 
(4) Highlighted Label (1 cc each) 

Bayer HealthCare LLC 
Animal Health 
P.O. Box 390 
Shawnee Mission, KS 66201·0390 

CCCt£C 

' ' ' ' ' ' 
{ { { { <- c 

' ' 
' ' 

' '" ' 

' 

{ < { < 

' ' <- { < 

' ' { ( {( ({ 

' 
'' ( ( 

' ( { ( 
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Reason To Issue: ReLcd per EPA letter 4/29/10, and added Jate: 091!5/20!0 
____________________________ O]>ti_o 11a1_ tex_t_[~aJijple_:: .N. ot_f()r _R_e )~a] e_] _______ ,Su_!!e_rse~e~' _ _0_4/2_81! () _______ _ 

NOTE TO REVIEWER: [(Brackets and parentheses indicate alternate language)] 

Advantage® II Small Dog 

Once-A-Month Topical Treatment for Fleas and Lice 
On Dogs and Puppies 7 Weeks and Older and Weighing 10 lbs. and Under 

READ ENTIRE LABEL BEFORE EACH USE 

For the Prevention and Treatment of Flea and Lice Infestations [on Dogs] 

[Selected optional claims bul!eted here from page 6 and/or 7] 

• 
• 
• 
• 
• 
• 
• 
• 

NOTIFICATION 

SEP 2 7 2010 

% 
Active Ingredients By Weight 

lmidacloprid .......................................... _ . . . . . . . . . . . 9. !0% 

Pyriproxyfen . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 0.46% 

Other Ingredients. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 90.44% 

Total. ..... _ . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . !00.00% 

EPA Reg. No. 11556-128 EPA Est. 11556-DEU<l 

KEEP OUT OF REACH OF CHILDREN 

CAUTION 

[See back panel for First Aid] 

<<c<<e ,, ~ ~ 

' " ,, , ' 

[For Directions For Use, and Storage and Disposal (instructions), 
See supplemental labeling inside] 

Advantage II Small Dog g highlighted.doc Page 1 of 8 

' , ' 
c' < " 

, , 
' ' ' ' ' c , 

' ' < ' 
'' ( ( 
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( ( 
Reason To Issue: Re>."cd per EPA letter 4/29110, and added Jate: 09115/2010 

____________________________ ORti_ollal_ text_:_[~alllple_ :-: _l>/ ot_ f~r _R_e )~ale L ____ ,'l u_p,rse<Jes' _ _D'i/2_8/ l () _______ _ 

PRECAUTIONARY STATEMENTS 

HAZARDS TO HUMANS 
Harmful if swallowed. Causes moderate eye initation. A void contact with eyes or clothing. 
Wash hands thoroughly with soap and warm water after handling. 

HAZARDS TO DOMESTIC ANIMALS 

For external use only. Do not use on puppies under 7 weeks of age. As with any product, 
consult your veterinarian before using this product on debilitated, aged, pregnant or nursing 
animals. Individual sensitivities, while rare, may occur after using ANY pesticide product 
for pets. If signs persist, or become more severe, consult a veterinarian immediately. If your 
animal is on medication, consult your veterinarian before using this or any other product. 

FIRST AID 
If Swallowed: • Call a poison control center or doctor immediately for 

treatment advice. 

• Have person sip a glass of water if able to swallow . 

• Do not induce vomiting unless told to do so by the poison 
control center or doctor. 

• Do not give anything to an unconscious person . 
IflnEyes: • Hold eye open and rinse slowly and gently with water for 15-

20 minutes. Remove contact lenses, if present, after the first 5 
minutes, then continue rinsing eye. 

• Call a poison control center or doctor for treatment advice . 
If On Skin • Wash with plenty of soap and water. 

HOT LINE NUMBER 
Have the product container or label with you when calling a poison control center or doctor, 
or going for treatment. For medical emergencies call 1-800-422-9874. For consumer 
questions call 1-800-255-6826_ 

NOTE TO PHYSICIAN 
Treat the patient symptomatically. ' ' 

' 
DIRECTIONS FOR USE 

' ' ' < 
' 
' ' 

'" ' 

' «' 
' 

' ' ---;-;-' ' ' 

" ' " ' ,, 
' ' ' 

It is a violation of Federal Law to use tl1is product in a manner inconsistent witll'its labeling.'- c 

• 

Advantage II Small Dog g highlighled.doc Page 2 of 8 

' ' 
( ' ' (' 

'' (' 

' " 
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I ( 
Reason To Issue: Rev'""d per EPA letter 4/29110, and added Jate: 09115/2010 

........................... _oEti_o~al_ teJ<t:J!;a!11ple_:: .I:l ot_ f(lr _R_e)S_ ale)___ .... _su pe_rsecles: .. 0:4f2il/l () ....... . 

HOW TO OPEN 

l. Being careful not to cut close to the blister cavities, take scissors and cut off one 
section of the card containing a single tube. 

2. Take the separated section, and cut into the blister cavity across the small side, close 
to the cap of the tube. 

3. Peel off the foil, and take out the tube. 
4. Repeat steps l to 3 for each tube. 

HOW TO APPLY 

1. Use only on dogs. Do not use on other animals. 

2. Remove one applicator tube from the package. See "HOW TO OPEN" section. 

3. Hold applicator tube in an upright position. Pull cap off tube. 

[Visuals Depicting How to Open Applicator Tube] 

4. Turn the cap around and place other end of cap back on tube. 

5. Twist cap to break seal, then remove cap from tube. 

[Visuals Depicting Application To Animal] 

6. The dog should be standing for easy application. Part the hair on the dog's back, 
between the shoulder blades, until the skin is visible. Place the tip of the tube on the 
skin and squeeze the tube to expel the entire contents directly on the skin. Do not get 
this product in your pet's eyes or mouth. 

7. Discard empty tube as described in the Storage and Disposal section. 

Advanlage II Sma11 Dog g highligh!ed.doc Page 3 of 8 
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( ( 
Reason To Issue: Rev."ed per EPA letter 4/29110. and added Jate: 09115/2010 

____________________________ O)Jtio!1al_ tex_tj ~aJl1_ple_ :-: _]'! ot_ f()r _R_e)S_ ale)___ ____ _8u_pe_rsecles' _ _D_'l/2!;/l () _______ _ 

8. Under normal conditions the product is effective for a month. However, in case of 
severe flea infestation, retreatment may be necessary earlier than four weeks. Do not 
re-treat more often than once every seven (7) days. After flea control is obtained, 
return to a monthly retreatment schedule. 

ADDITIONAL INFORMATION 

The successive feeding activity of fleas on dogs frequently elicits a hypersensitivity skin 
disorder known as flea allergy dermatitis (FAD) or flea bite hypersensitivity. Treatment of 
dogs with Advantage® II Small Dog rapidly kills fleas within 12 hours which may reduce 
the incidence of this condition. 

Advantage® II Small Dog kills existing fleas on dogs within 12 hours. Reinfesting fleas are 
killed within 2 hours with protection against further flea infestation lasting for four 
(4) weeks. Pre-existing pupae in the environment may continue to emerge for six (6) weeks 
or longer depending upon the climatic conditions. 

Fleas, flea eggs, and flea larvae in the dog's environment are killed following contact with an 
Advantage® II Small Dog treated pet. Advantage® II Small Dog provides multi-stage flea 
control effectively breaking all flea life-cycle stages for quick and lasting control of flea 
populations. 

Advantage® II Small Dog kills adult fleas quickly w~thin I~ hours, inhibits the development 
of immature flea life stages and prevents them from reaching the biting adult stage. 

Advantage® II Small Dog kills [(biting) (chewing)] lice that infest dogs and puppies, and 
prevents further infestations. 

Advantage® II Small Dog is waterproof and remains effective following a shampoo 
treatment, swimming or after exposure to rain or sunlight. 

Monthly treatments are required for optimal control and prevention of fleas. 

STORAGE AND DISPOSAL 

Do not contaminate water, food or feed by storage or disposal. 

PestiCide storage: Store in a cool, dry place. 
Pesticide Di~PO$al andJ::on~~in~r Hand-ling: Nonrefillable container. If empty: Do not 
reuse or refill this container. Place in trash or offer for recycling if available. 
If partly filled: Call your local solid waste agency or 1-800-422-9874 for disposal 
instructions. Never place unused product down any indoor or outdoor drain. 

Advamage II Small Dog g highlighted.doc Page 4 of 8 

123



( ( 
Reason To Issue: Re;.o.:d per EPA letter 4/29/10, and added 0ate: 09115/2010 

...... _ .. ______ ............ _ O)Jtion.al _tel( tJ ~ aiTI .P le_ :: .t-l ot_f~r _R_e )S_ ale J... .... ,Su_pe_rse<fes' .. 0~12_81 I() _______ _ 

LIMITED WARRANT¥ AND LIMITATION OF DAMAGES 

Bayer Health Care LLC, Animal Health Division warrants that this material conforms to the 
chemical description on the label. TO THE EXTENT CONSISTENT WITH APPLICABLE 
LAW, BAYER MAKES NO OTHER EXPRESS OR IMPLIED WARRANT¥, 
INCLUDING ANY OTHER EXPRESS OR IMPLIED WARRANTY OF FITNESS OR 
MERCHANTABILITY, and no agent of Bayer is authorized to do so except in writing with a 
specific reference to this warranty. To the extent consistent with applicable law, any 
damages arising from a breach of this warranty shall be limited to direct damages and shall 
not include consequential commercial damages such as loss of profits or values, etc. 

Net Contents: XX Tubes, each 0.014 fl. oz. (0.4 mL) 

EPA Est. II556-DEU-l 
EPA Reg. No. 11556-128 

[Sample- Not for (Re)Sale] 

Manufactured for 
Bayer Health Care LLC 
Animal Health Division 

P.O. Box 390 
Shawnee Mission, Kansas 66201 USA 

Made in Germany 

Advantage TI Small Dog g highlighted.doc Page 5 of 8 
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Reason To Issue: Re\.""d per EPA letter 4/29/10, and added ( Jate: 09/15/2010 
____________________________ o]Jti_ollal_ (ext_:_[~ aiilple_:: _t-1 o_t f()r _R_e )~ale)___ ____ _s UjJe_rsecles: __ 0:"'2~/ l () _______ _ 

NOTE TO REVIEWER: [(Brackets and parentheses indicate alternate language)] 

OPTIONAL MARKETING CLAIMS 

• For use on dogs and puppies 7 weeks of age and older 
• Advantage II contains [imidacloprid], and [an/the] [insect growth regulator] [IGR] 

[pyriproxyfen] 
• A single topical application remains effective for [4 weeks] [a month] 
• Convenient, easy to apply topical solution 
• Convenient, easy to apply and fragrance free [monthly] [topical solution] 
• Once a month topical flea treatment for dogs 7 weeks of age or older 
• Advantage II is indicated for the prevention and treatment of fleas on dogs 

7 weeks of age and older 
• For the treatment and prevention of flea [and lice] infestations 
• One treatment prevents further flea infestations for [ 4 weeks] [a month] 
• Kills fleas on dogs within [12] hours and continues to prevent infestations for 

[four weeks] [a month] 
• Kills fleas before they lay eggs 
• Larval flea stages in the dog's environment are killed following contact with an 

Advantage II treated dog 
• Kills larval stages of fleas in the dog's environment 
• Kills fleas within [121 hours of application 
• Stops existing flea infestations by killing adult fleas 
• Prevents [Stops} reinfestations by killing adult fleas before they lay eggs 
• [Prevents] [Stops] flea eggs from hatching [into biting adults] 
• Effectively breaks the flea life cycle 
• Effectively targets all [life] stages of [fleas] 
• [Kills] [Controls] all flea life stages 
• 3-way flea protection ([kills} [controls} adults, larvae, and eggs) 
• [Prevents] [Stops] flea eggs [and flea larvae] from developing into [(biting) 

(adult)] fleas 
• Treatment with Advantage II rapidly kills fleas which may cause flea allergic 

dermatitis [FAD] or flea bite hypersensitivity 
• Flea adulticide, larvicide, and ovicide 
• Kills flea eggs 
• Controls highly [irritating] [annoying] [flea] [insect] bites 
• Controls flea problems 
• Provides flea protection 
• Controls existing fleas and flea eggs [(plus) (and)] [prevents] future flea 

infestations in the home 
• Starts working throl!gh contact 

Advanlage II Small Dog g highlighted.doc Page 6 of 8 
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Reason To Issue: Re\."<d per EPA letter 4/29/10, and added uate: 09/15/2010 

____________________________ OjJtiOJ1aj_tex_tj~arJ1ple_:-:_~ot_f()r_~e)S.ale)___ _____ Su_p":rse<Jes: __ tM.I2_8/l() _______ _ 

• Use flea [prevention][protection] year~round 
• Contains an insect growth regulator (IGR) to kill flea eggs and prevent re

infestation 
• Monthly use of Advantage II kills fleas which may cause ([flea allergy 

dennatitis][flea bite hypersensitivity]) 
• Multi-stage flea control 
• Prevents fleas on treated dogs from infesting (reinfesting) your home 
• Kills fleas which may serve as intermediate hosts for tapeworms 
• Kills [(biting) (chewing)] lice 
• For treatment and prevention of [(biting) (chewing)] lice [infestations] 
• __ Stopse;<isting [(biting) (chewing)] lice infestations 
• p~al_prqte_ction_against fleas apd ljce 
• Treats, prevents and controls [(biting) (chewing)] lice [infestations] 
• Provides effective control of [(biting) (chewing)] lice [infestations] 
• Kills [(biting) (chewing)] lice and prevents further infestations 
• For treatment and prevention of infestations with [(biting) (chewing)] lice 
• Remains effective after bathing and/or swimming 
• Remains effective following swimming and/or shampooing 
• Waterproof 
• Remains effective after exposure to rain or sunlight 
• Fragrance free 
• [ill child-resistant packaging] 

Advantage TI Small Dog g highlighted.doc Page 7 of 8 
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(Label on Individual Tube) 

Advantage® II Small Dog 

9.10% lmidacloprid 

0.46% Pyriproxyfen 

0.014 fl. oz. (0.4 mL) 

EPA Reg. No. 11556-128 

CAUTION 

Keep Out of Reach of Children 

Read The Entire Label Before Use 

BAYER 

Lot No. 0000000 

Advantage II Small Dog g highlighted.doc Page 8 of 8 
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Material to be added to an e-Jacket/Jacket 

Reg. No. \\'5 S ~ -\ .z__ @' 

Description:, __________________ _ 

1. o Placement within the e-Jacket/jacket: 

,zfi)efault: (chronological, top= newest) 

o File Location: (PDF page number, i.e., "before page 
45") 

2. o Send to Data Extraction contractors this material: 

_p----- Newly stamped accepted label 

o Notification 

o NewCSF 

o Other: ----------~-

3. Attach this coversheet to the top of the material or jacket. It 
must be well organized and clipped together, NOT STAPLED. 
Then give the material with this coversheet to staff in the 
Information Services Center (Room S-4900). 

Reviewer's N arne: _ ___,!A:::!eu!:!.t!:!u:!.!m~n'-'M=e...,tz:::g,_,e:<!r'-------

Phone: 305-5314 Division: _--!..!.I R..!..!Bo!-_ 

Date: _5f;--""-S=--.t/___,4cu./ /_..::._0 _______ _ 

Created March 17, 2009 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON, D.C. 20460 

APR 2 9 1010 

Douglas Spilker, Ph.D 
Bayer HealthCare LLC, Animal Health Division 
P.O. Box 390 
Shawnee Mission, KS 66201-0390 

Dear Dr. Spilker: 

OFFICE OF 
PREVENTION, PESTICIDES 
AND TOXIC SUBSTANCES 

Subject: Review new Child Resistant Packaging studies (CRP), amend the opening 
instructions on the label per the CRP studies submitted and change the primary 
brand name 
Advantage II Small Dog 
EPA Registration No. 11556-128 
Decision No. 424618 

The labeling referred to above submitted in connection with the Federal Insecticide, 
Fungicide and Rodenticide, as amended, is acceptable with the following comments and 
conditions: 

Label Comments: 

1. The primary brand name change from "Advantage Plus 10 for Dogs" to "Advantage II 
Small Dog" is acceptable. 

2. On page 4, under "Additional Information," revise the sentence that reads "Treatment of 
dogs with Advantage II rapidly kills fleas which .... condition" to read "Treatment of 
dogs with Advantage II rapidly kills fleas within 12 hours which .... condition" to qualify 
"rapidly." 

3. On page 4, under "Additional Information," revise the sentence that reads "Advantage II 
kills adult fleas quickly, inhibits ... adult stage" to read "Advantage II kills adult fleas 
quickly within 12 hours, inhibits .... adult stage" to qualify "quickly." 

4. On page 4, under the "Storage and Disposal" section, revise the subheadings to read: 
"Pesticide Storage" and "Pesticide Disposal and Container Handling." 

5. On page 6, under "Optional Marketing Claims," revise the claim that reads "Starts 
working by contact" to read "Starts working through contact." 
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6. On page 7, under "Optional Marketing Claims," revise the claim that reads {Dual-Action] 
{2-way] formula" to qualify what is meant by "dual-action" and "2-way." 

7. On page 7, under "Optional Marketing Claims," revise the claim that reads "Dual 
protection (against fleas and lice)" to read "Dual protection against fleas and lice" to 
qualify what is meant by "dual protection." 

Conditions of acceptance: 

1. This registration is now time-limited and expires two years from the date this product is 
first released for shipment. 

You must provide the Agency with a projected release for shipment at least 30 days in 
advance. 

2. Only one basic confidential statement offmmula will be on file for this product at any 
one time; no alternate formulations or minor formulation amendments will be submitted 
or approved for this product. 

3. You must submit quarterly enhanced incident reports and quarterly sales information in 
doses sold for this product beginning I January 1, April 1, July 1, or October 1, whichever 
date most closely follows the release for shipment date.] 

Please flag any Confidential Business Information as such. Enhanced incident reporting 
should be submitted to the Product Manager. Quarterly sales information should be 
submitted to the Registration Division, Immediate Office (attn: Kimberly Nesci). 

The following is a list of information that must be included in the quarterly reports for 
each incident: 

EPA Registration Number 
Product name (brand name) 
Lot# 
\Vhere purchased: internet, store, veterinarian 
Active Ingredient(s) 
Weight range for product 

Date on which incident occurred. (mrn!dd/yyyy) 
State in which the incident occurred. (standard 2 letter abbreviation) 
Registrant case # 

Species: dog, cat, other (specify) 
Breed: (as reported by pet owner) 
Age: months or years 
Sex: M, F, or neutered 
Weight: pounds 
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Primary Route of Exposure: dermal, oral, other animal, inhalation, other 
Body System: neurological, dermatological, GI, respiratory, ocular, other 
Major signs noted with separate column for each sign, using standard terminology 
Time to Onset: (hours, days) 
Treated by veterinarian: yes or no 
First time product used: yes or no 
Misuse: use on incorrect species, overdose, too frequent dosing, other (describe) 
Any known precondition 
EPA Severity Code: death, major, moderate, minor 
Outcome: died, recovered, still treated, unknown 

4. Along with the enhanced incident reporting, you must submit an analysis of the incidents 
seen, to include the following details: 

All incidents should be reported including all minor dermal and ocular irritation 
reports. 

Summary table for dogs showing number of incidents of each severity code for 
each route of exposure. Each incident should only be reported once. If one 
incident has several routes of exposure, the order should be ocular> oral> 
dermal. In other words, an incident with both oral and dermal exposure would be 
reported as oral exposure, and an incident with both ocular and oral exposure 
would be reported as ocular exposure. 

A similar summary table for cats (misuse or secondary exposure) showing 
number of incidents of each severity code for each route of exposure. 

Summary table for dogs and table for cats showing number of incidents that are 
believed due to secondary exposure (e.g., multi-pet households). 

A summary table for dogs showing number of incidents for each severity code for 
these age ranges: <3 months, 3-6 months, 6-9 months, 9-12 months, I yr, 2 yr, 3 
yr, 4 yr, 5 yr, 6 yr, 7 yr, 8 yr, 9 yr, 10 yr, II yr, 12 yr, 13 yr, 14 yr, 15 yr, >15 yr. 

A summruy table showing the number of dog incidents for each severity code for 
each pet weight range on the product label. 

A summary table for dog weight showing number of incidents for each product 
weight range. This table should show number of incidents in dogs weighing less 
than that product weight range, number of incidents in dogs in lower half of 
weight range, number of incidents in dogs in upper half of weight range, and dogs 
weighing more than the product weight range. 

Table showing number of incidents for each dog breed. 
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Table showing number of incidents in dogs for each clinical sign. 

Table showing number of incidents in dogs for each organ system. 

Report aggregate incidents, but do not combine moderate and minor incidents. 

If EPA determines that future mitigation measures are necessary for all pet spot-ons, the 
Agency will inform registrants. If mitigation measures are necessary, EPA may take regulatory 
action. 

Two copies of the finished labeling must be submitted prior to releasing the product for 
shipment. If these conditions are not complied with, the registratiOn will be subject to 
cancellation in accordance with FIFRA sec. 6(e). Your release for shipment of the product 
constitutes acceptance of these conditions. A copy of your label stamped "Accepted with 
Comments" is enclosed for your records. If you have any questions regarding this label, please 
contact Autumn Metzger at (703) 305-5314. 

Sincerely, 

Vuat/-L r ~~ 
Venus Eagle 
Product Manager 01 
Insecticide-Rodenticide Branch 
Registration Division (7505P) 
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Reason To Issue: Minor updates and change primary brand Date: 04/28/l 0 
____________________________ 1).;.!1}}~---------------------------------------------------- . ~!l.P~.r-~~~~~-: .. ! ~~91(9?.. __ ... __ . 

NOTE TO REVIEWER: [(Brackets and parentheses indicate alternate language)] 

Advantage® II Small Dog 

Once-A-Month Topical Treatment for Fleas and Lice 
On Dogs and Puppies 7 Weeks and Older and Weighing 10 lbs. and Under 

READ ENTIRE LABEL BEFORE EACH USE 

For the Prevention and Treatment of Flea and Lice Infestations [on Dogs] 

[Selected optional claims bulleted here from page 6 and/or 7] ACCEPTED 
With COMMENTS 

In EPA Letter Dated: 
• 
• 
• 
• 
• 
• 
• 
• 

APR 2 9 1010 
Under the Federal Insecticide, Fungicide 

and Rodenticide Act, As amended, for the 
pesticide Registered under EPA Reg. No: 

\I '35((>-I'ZIS 

% 
Active Ingredients By Weight 

Jmidacloprid ... , ....................... , , , .. , , . , , , . , , , , .. , . , . . . . . . 9.10% 

Pyriproxyfen ............................................... , , , , .. , 0.46o/o 

Other Ingredients ....... , . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 90.44% 

Total. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 1 OO.OOo/o 

EPA Reg. No. 11556-128 EPA Est. 11556-DEU-1 

KEEP OUT OF REACH OF CHILDREN 

CAUTION 

[See back panel for First Aid] 

[For Directions For Use, and Storage and Disposal (instructions), 
See supplemental labeling inside] 

Advanlage II Small Dog f.doc Page I of 8 
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Reason To Issue: Minor updates and change primary brand Date: 04/28/10 

----------------------------1}~~~:---------------------------------------------------~~J?~.r-~~~~~-= .. !PQJ~Q-~--------· 

PRECAUTIONARY STATEMENTS 

HAZARDS TO HUMANS 
Harmful if swallowed. Causes moderate eye irritation. A void contact with eyes or clothing. 
Wash hands thoroughly with soap and warm water after handling. 

HAZARDS TO DOMESTIC ANIMALS 

For external use only. Do not use on puppies under 7 weeks of age. As with any product, 
consult your veterinarian before using this product on debilitated, aged, pregnant or nursing 
animals. Individual sensitivities, while rare, may occur after using ANY pesticide product 
for pets. If signs persist, or become more severe, consult a veterinarian immediately. If your 
animal is on medication, consult your veterinarian before using this or any other product. 
For consumer questions call l-800-255-6826. For medical emergencies call l-800-422-9874. 

FIRST AID 

Have the product container or label with you when calling a poison control center or doctor, 
or going for treatment. 

IF SWALLOWED: Call a Poison Control Center or doctor immediately for treatment 
advice. Have person sip a glass of water if able to swallow. Do not induce vomiting unless 
told to do so by the poison control center or doctor. Do not give anything to an unconscious 
person. 

IF IN EYES: Hold eye open and rinse slowly and gently with water for 15-20 minutes. 
Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye. Call a 
poison control center or doctor for treatment advice. 

IF ON SKIN: Wash with plenty of soap and water. 

TO PHYSICIAN: Treat the patient symptomatically. 

DIRECTIONS FOR USE 

It is a violation of Federal Law to use this product in a manner inconsistent with its labeling. 

Advantage II Small Dog f.doc Page2of 8 
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Reason To Issue: Minor updates and change primary brand Date: 04/28/10 

----------------------------l!~~~-'---------------------------------------------------~!JJ?~.r-~~~~~-: __ !_~~9-~~9~--------· 

HOW TO OPEN 

1. Being careful not to cut close to the blister cavities, take scissors and cut off one 
section of the card containing a single tube. 

2. Take the separated section, and cut into the blister cavity across the small side, close 
to the cap of the tube. 

3. Peel off the foil, and take out the tube. 
4. Repeat steps 1 to 3 for each tube. 

HOW TO APPLY 

1. Use only on dogs. Do not use on other animals. 

2. Remove one applicator tube from the package. See "HOW TO OPEN" section. 

3. Hold applicator tube in an upright position. Pull cap off tube. 

[Visuals Depicting How to Open Applicator Tube] 

4. Turn the cap around and place other end of cap back on tube. 

5. Twist cap to break seal, then remove cap from tube. 

[Visuals Depicting Application To Animal] 

6. The dog should be standing for easy application. Part the hair on the dog's back, 
between the shoulder blades, until the skin is visible. Place the tip of the tube on the 
skin and squeeze the tube to expel the entire contents directly on the skin. Do not get 
this product in your pet's eyes or mouth. 

Advanlage II Small Dog f.doc Page 3 of 8 

135



( 

Reason To Issue: Minor updates and change primary brand Date: 04/28/10 
____________________________ !)!l:~~-----------------------------------------------------§~J?~.r-~<?~<?~.: .. !P91{9.~--------· 

7. Discard empty tube as described in the Storage and Disposal section. 

8. Under normal conditions the product is effective for a month. However, in case of 
severe flea infestation, retreatment may be necessary earlier than four weeks. Do not 
re-treat more often than once every seven (7) days. After flea control is obtained, 
return to a monthly retreatment schedule. 

ADDITIONAL INFORMATION 

The successive feeding activity of fleas on dogs frequently elicits a hypersensitivity skin 
disorder known as flea allergy dermatitis (FAD) or flea bite hypersensitivity. Treatment of 
dogs with Advantage® II rapidly kills fleas which may reduce the incidence of this 
condition. 

Advantage® Il kills existing fleas on dogs within 12 hours. Reinfesting fleas are killed within 
2 hours with protection against further flea infestation lasting for four ( 4) weeks. Pre
existing pupae in the environment may continue to emerge for six (6) weeks or longer 
depending upon the climatic conditions. 

Fleas, flea eggs, and flea larvae in the dog's environment are killed following contact with an 
Advantage® II treated pet. Advantage® II provides multi-stage flea control effectively 
breaking all flea life-cycle stages for quick and lasting control of flea populations. 

Advantage® II kills adult fleas quickly, inhibits the development of immature flea life stages 
and prevents them from reaching the biting adult stage. 

Advantage® II kills [(biting) (chewing)] lice that infest dogs and puppies, and prevents 
further infestations. 

Advantage® II is waterproof and remains effective following a shampoo treatment, 
swimming or after exposure to rain or sunlight. 

Monthly treatments are required for optimal control and prevention of fleas. 

STORAGE AND DISPOSAL 

Do not contaminate water, food or feed by storage or disposal. 

Storage: Store in a cool, dry place. 
Disposal: Nonrefillable container. If empty: Do not reuse or refill this container. Place in 
trash or offer for recycling if available. 
If partly filled: Call your local solid waste agency or I-800-422-9874 for disposal 
instructions. Never place unused product down any indoor or outdoor drain. 

Advantage II Small Dog f.doc Page4of 8 
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Reason To Issue: Minor updates and change primary brand Date: 04/28/10 
•.........•.. __ ... _ .. ___ •.• .lJ!lJE~.: •• .••••. -------------- ____________________________ . § !-11?~-~~~~~~-:. _! -~~Q-~~92 _ .. _ . __ .. 

LIMITED WARRANTY AND LIMITATION OF DAMAGES 

Bayer Health Care LLC, Animal Health Division warrants that this material conforms to the 
chemical description on the label. TO THE EXTENT CONSISTENT WITH APPLICABLE . 
LAW, BAYER MAKES NO OTHER EXPRESS OR IMPLIED WARRANTY, 
INCLUDING ANY OTHER EXPRESS OR IMPLIED WARRANTY OF FITNESS OR 
MERCHANTABILITY, and no agent of Bayer is authorized to do so except in writing with a 
specific reference to this warranty. To the extent consistent with applicable law, any 
damages arising from a breach of this warranty shall be limited to direct damages and shall 
not include consequential commercial damages such as loss of profits or values, etc. 

Net Contents: ([One][Four] [Six]) 0.014 fl. oz. (0.4 mL) Tubes 

EPA Est. 11556-DEU-1 
EPA Reg. No. 11556-128 

Advanlage II Small Dog f.doc 

Manufactured for 
Bayer Health Care LLC 
Animal Health Division 

P.O. Box 390 
Shawnee Mission, Kansas 66201 USA 

Made in Germany 
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Reason To Issue: Minor updates and change primary brand Date: 04/28/10 

------- --- --- ---- .. -.... - __ }]~!!.!~: .. --- ---- ---. ------ ---- --- ---- ------ .•. ---- ---- --- -~ !lJ.l~.r:~~~~~ _:- -! -~(9?{9~- -.. -. --. 

NOTE TO REVIEWER: [(Brackets and parentheses indicate alternate language)] 

OPTIONAL MARKETING CLAIMS 

• For use on dogs and puppies 7 weeks of age and older 
• Advantage II contains [imidacloprid], and [an/the] [insect growth regulator] [IGR] 

[pyriproxyfen] 
• A single topical application remains effective for [4 weeks] [a month] 
• Convenient, easy to apply topical solution 
• Convenient, easy to apply and fragrance free [monthly] [topical solution] 
• Once a month topical flea treatment for dogs 7 weeks of age or older 
• Advantage II is indicated for the prevention and treatment of fleas on dogs 

7 weeks of age and older 
• For the treatment and prevention of flea [and lice] infestations 
• One treatment prevents further flea infestations for [4 weeks] [a month] 
• Kills fleas on dogs within [ I2] hours and continues to prevent infestations for 

[four weeks] [a month] 
• Kills fleas before they lay eggs 
• Larval flea stages in the dog's environment are killed following contact with an 

Advantage II treated dog 
• Kills larval stages of fleas in the dog's environment 
• Kills fleas within [12] hours of application 
• Stops existing flea infestations by killing adult fleas 
• Prevents [Stops] reinfestations by killing adult fleas before they lay eggs 
• [Prevents] [Stops] flea eggs from hatching [into biting adults] 
• Effectively breaks the flea life cycle 
• Effectively targets all [life] stages of [fleas] 
• [Kills] [Controls] all flea life stages 
• 3-way flea protection ([kills] [controls] adults, larvae, and eggs) 
• [Prevents] [Stops] flea eggs [and flea larvae] from developing into [(biting) 

(adult)] fleas 
• Treatment with Advantage II rapidly kills fleas which may cause flea allergic 

dermatitis [FAD] or flea bite hypersensitivity 
• Flea adulticide, larvicide, and ovicide 
• Kills flea eggs 
• Controls highly [irritating] [annoying] [flea] [insect] bites 
• Controls flea problems 
• Provides flea protection 
• Controls existing fleas and flea eggs [(plus) (and)] [prevents] future flea 

infestations in the home 
• Starts working by contact 

Advantage II Small Dog f.doc Page 6 of 8 
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Reason To Issue: Minor updates and change primary brand Date: 04/28110 

---------------------.------l}~'n~:----------------------------------------------------~!1J?~.r-~~~~~_: __ L~~9J~9-~--------· 

• [Dual-Action][2-way] formula 
• Use flea [prevention][protection] year-round 
• Contains an insect growth regulator (IGR) to kill flea eggs and prevent re

infestation 
• Monthly use of Advantage II kills fleas which may cause ([flea allergy 

dermatitis][flea bite hypersensitivity]) 
• Multi-stage flea control 
• Prevents fleas on treated dogs from infesting (reinfesting) your home 
• Kills fleas which may serve as intermediate hosts for tapeworms 
• Kills [(biting) (chewing)] lice 
• For treatment and prevention of [(biting) (chewing)] lice [infestations] 
• Stops existing [(biting) (chewing)] lice infestations 
• Dual protection (against fleas and lice) 
• Treats, prevents and controls [(biting) (chewing)] lice [infestations] 
• Provides effective control of[(biting) (chewing)] lice [infestations] 
• Kills [(biting) (chewing)] lice and prevents further infestations 
• For treatment and prevention of infestations with [(biting) (chewing)] lice 
• Remains effective after bathing and/or swimming 
• Remains effective following swimming and/or shampooing 
• Waterproof 
• Remains effective after exposure to rain or sunlight 
• Fragrance free 
• [1n child·resistant packaging] 

Advantage II Small Dog f.doc Page 7 of 8 
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Reason To Issue: Minor updates and change primary brand Date: 04/28110 

----------------------------')A'n~.:---------------------------------------------------~~.P~.r-~~~C?:>.: .. !~{9.~~9-~--------· 

(Label on Individual Tube) 

Advantage® II Small Dog 

9.10% Imidacloprid 

0.46% Pyriproxyfen 

0.014 fl. oz. (0.4 mL) 

EPA Reg. No. 11556-128 

CAUTION 

Keep Out of Reach of Children 

Read The Entire Label Before Use 

BAYER 

Lot No. 0000000 

Advantage II Small Dog f.doc Page 8 of 8 
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CHILD-RESISTANT PACKAGING REVIEW 
Technical Review Branch 

IN 1/12/2010 O~T 3/8/2010 

?t#'rta.~/../~trfA--
RD, TRB, Reviewed by Rosalind L. Gross 3/8/2010 

EPA Reg. No. or File Symbol 11556-125, 11556-127, 11556-128, 11556-130 

DP Barcode D372672, 372669. 372664, 372662 

Decision# 424617 424616 424618 424615 
EPA Petition or EUP No. ___ _ 

Date Division Received 12/11/2009 

Type Product(s) Insecticide (ftea product) 

Data Accession No(s). 479321-01 ,02,03,04; 479322-01 ,02,03,04; 479323-
01,02,03,04; 479320-01,02,03,04 

Product Mgr./Chemical Review Mgr/Contact Person RM 01 (Autumn Metzger) 
Division ,_,R..,D'----

Product Name(s) Advantage Plus 20 for Dogs. Advantage Plus 55 for Dogs, 
Advantage Plus 10 for Dogs, Advantage Plus 100 for Dogs 

Company Name(s) Bayer Healthcare LLC 

Submission Purpose Review of CRP studies to determine if they are adequate to 
support CRP certification for retail blisters of nonchild
resistant tubes. 

Active lngredient(s), PC code, & % lmidacloprid 9.1% 
Pyriproxyfen 0.46% 

Summary of Findings 

The CRP certifications submitted December 7, 2009 for EPA Registration No. 
11556-125, 11556-127, 11556-128, 11556-130 are acceptable. A screening of CRP 
studies (MRID numbers 479321-01 ,02,03,04; 479322-01 ,02,03,04; 479323-
01 ,02,03,04; 479320-01 ,02,03,04) revealed the CRP studies associated with the 
lowest senior adult use effectiveness (SAUE) was MRID number 479322-04 and 
the lowest child-resistant effectiveness (CRE) was MRID number 479320-03. A 
comprehensive review was done for the lowest SAUE including the CRE associated 
with it (MRID numbers 479322-04 & 479322-03); the lowest CRE including the SAUE 
associated with it (MRID numbers 479320-03 & 479320-04); and the 6 tube 1 ml size 
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SAUE and CRE (MRID numbers 479321-04 & 479321-03) because the size difference 
between the 0.4ml size reviewed under EPA Reg. No. 11556-RLR and 2.5ml size 
reviewed here as the lowest SAUE was too large. The results of the comprehensive 
review for MRID numbers 479322-04 & 479322-03, MRID numbers 479320-04 & 
479320-03, and MRID numbers 479321-04 & 479321-03 indicate these studies pass 
the CRE sequential test chart and SAUE requirements in 16 CFR 1700.20. For the 
details of each study refer to the attached summary chart (summarycht11556-
125, 127,128, 130.doc). 

2 

Based on the CRE and SAUE values the registrant reported for MRID numbers 
479321-01 & 02; 479322-01& 02; 479323-01,02,03,04; 479320-01& 02 along with a 
computerized analysis of the data these studies pass the CRE sequential test chart and 
SAUE requirements in 16 CFR 1700.20. For the details of each study refer to the 
attached summary chart (summarycht11556-125, 127,128, 130.doc). 

In conclusion all the requirements for CRP have been met for EPA Reg. No. 
11556-125, 11556-127, 11556-128, and 11556-130. However, the directions on 
opening the package given to consumers must be identical to those given to the 
seniors during testing for the blisters. The senior testing directions are on the 
labels for EPA Reg. No.11556-125, 11556-127,11556-128, and 11556-130 dated 
December 7, 2009. Should any human experience/epidemiological evidence 
indicate a problem once the product is in the marketplace, the Agency reserves 
the right to reexamine this data comprehensively and to question the child 
resistance of the package involved. 

Package 

The package is a plastic blister with a foil backing containing tubes of product, 
which the registrant refers to as a tropical foil KISI blister. The blister is the child
resistant packaging, CRP, not the individual tubes. 

Toxicity 

The toxicity of the product, which contains 9.1% lmidacloprid and 0.46% 
Pyriproxyfen, is based on toxicity data for a 9.0% lmidacloprid and 0.48% Pyriproxyfen 
formulation. The acute oral LD50 study MRID 470894-11 (9.0% lmidacloprid and 0.48% 
Pyriproxyfen) is 1 098mg/kg for the female rat, no male rat was used in the study. The 
toxic or harmful amount for an 11.4 kg child is 12.5g (1 098mg/kg x 11.4kg), which is 
11.4ml of product (12.5g divided by 1.092g/ml [product density]). 

Failure 

For the purposes of CRP testing a child failure is access to 12.5g = 11.4ml or 9 blister 
cavities, whichever is less. A blister cavity failure for the child test was defined as 
any breach/penetration of the blister cavity, a visible incision or opening made by a 

142



( ( 

3 

child, or any amount of placebo/Water accessed. 

A Senior Adult Use Effectiveness failure is failure to open the blister cavity in the 
prescribed test time of 5 minutes for the first package or 1 minute for the second 
package, cutting the tube while opening the blister cavity for either the first or second 
package, or accessing any amount of placebo/Water while opening the blister cavity for 
either the first or second package.1 

Toxicity, Child Failure, and Package 

Package Size Toxic/Harmful Amt Child Failure 
4 tubes@ 1ml 12 tubes 9 tubes 
6 tubes@ 1ml 12 tubes 9 tubes 
4 tubes @l 2.5ml 5 tubes 5 tubes 
6 tubes...@_ 2.5ml 5 tubes 5 tubes 
4 tubes @0.4ml 29 tubes 9 tubes 
6 tubes @0.4ml 29 tubes 9 tubes 
4 tubes...@_ 4ml 3 tubes 3 tubes 
6 tubes @l4ml 3 tubes 3 tubes 

Analysis of Data and Conclusion 

The CRP certifications submitted December 7, 2009 for EPA Registration No. 
11556-125, 11556-127, 11556-128, 11556-130 are acceptable. A screening of CRP 
studies (MRID numbers 479321-01,02,03,04; 479322-01,02,03,04; 479323-
01,02,03,04; 479320-01,02,03,04) revealed the CRP studies associated with the lowest 
senior adult use effectiveness (SAUE) was MRID number 479322-04 and the lowest 
child-resistant effectiveness (CRE) was MRID number 479320-03. A comprehensive 
review was done for the lowest SAUE including the CRE associated with it (MRID 
numbers 479322-04 & 479322-03); the lowest CRE including the SAUE associated with 
it (MRID numbers 479320-03 & 479320-04); and the 6 tube 1ml size SAUE and CRE 
(MRID numbers 479321-04 & 479321-03) because the size difference between the 
0.4ml size reviewed under EPA Reg. No. 11556-RLR and 2.5ml size reviewed here as 
the lowest SAUE was too large. 

Senior Adult Use Effectiveness Study 6 red tube blister 2.5 ml size (MRID 

1 Note: Bayer considered a failure to open the tube (for the first or second package) or 
open the tube and blister cavity in more than in the prescribed test time of 5 minutes for 
the first package or 1 minute for the second package as a SAUE failure. This is more 
stringent than the CRP regulations and the SAUE failure definition noted above. The 
tube is not part of the CR feature. In those situations where the SAUE reported by the 
company is less than the SAUE determined by Agency computer analysis, the lower 
SAUE will be reported. 
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479322-04 which is the lowest SAUE) involved having the test subjects open one 
blister cavity during a 5 minute test period and a one minute test period. Scissors were 
made available during testing because the test directions given to the seniors called for 
their use. The results of the study were 94% SAUE. The study is a pass of the 
Senior Adult test in 16 CFR 1700.20. 

Child Study 6 red tube blister 2.5 ml size ( MRID 479322-03) involved giving 
each child 1 blister card with 6 tubes each containing 2.5 ml of water at the start of the 
test. A child failure was defined as access to 5 blister cavities as the blister card 
was the child-resistant feature. Data analysis showed one age calculation error, which 
involved a 48 month old child reported as 49 months old. This error caused the age 
distribution of the study to be incorrect. However, the overall results of the study were 
not affected. Eight children accessed one or more blister cavities. 2 children accessed 
6 blister cavities (2 failures), 1 child accessed 3 blister cavities, 2 children accessed 
2blister cavities, and 3 children accessed 1 blister cavity. The results were 2 child 
failures, which is also the lowest CRE. However another study with 2 child failures will 
be used as the lowest CRE study. This study was a pass according to the child 
sequential test in 16 CFR 1700.20. 

Senior Adult Use Effectiveness Study 6 blue tube blister 4 ml size (MRID 
479320-04) involved having the test subjects open one blister cavity during a 5 minute 
test period and a one minute test period. Scissors were made available during testing 
because the test directions given to the seniors called for their use. The results of the 
study were 98% SAUE. The study is a pass of the Senior Adult test in 16 CFR 
1700.20. 

Child Study 6 blue tube blister 4 ml size (MRID 479320-03 which is the 
lowest CRE) involved giving each child 1 blister card with 6 tubes each containing 4 
ml of water at the start of the test. A child failure was defined as access to 3 
blister cavities as the blister card was the child-resistant feature. The electronic 
version of this study was not submitted correctly on the second CD version of the 
studies, rather GL26415C a 2007 study was submitted under its name. However, the 
original CD submitted with hard copy was correctly submitted for GL29115C and was 
used for this review. Data analysis showed 1 age calculation error, which was a 46 
month female reported as 47 months old. However, the subject remained in the same 
age group so the age and sex distribution remains acceptable. Eleven children 
accessed one or more blister cavities. 2 children accessed 3 blister cavities (2 
failures), 3 children accessed 2 blister cavities, and 6 children accessed 1 blister 
cavity. The results were 2 child failures. This study was a pass according to the 
child sequential test in 16 CFR 1700.20. 

Senior Adult Use Effectiveness Study 6 turquoise tube blister 1 ml size 
(MRID 479321-04) involved having the test subjects open one blister cavity during a 5 
minute test period and a one minute test period. Scissors were made available during 
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testing because the test directions given to the seniors called for their use. The results 
of the study were 96% SAUE. The study is a pass of the Senior Adult test in 16 
CFR 1700.20. 

Child Study 6 turquoise tube blister 1 ml size (MRID 479321-03) involved 
giving each child 2 blister cards with 6 tubes each containing 1 ml of water at the start 
of the test. A child failure was defined as access to 9 blister cavities as the blister 
card was the child-resistant feature. The company data summary incorrectly reported 
the results, but the raw data in the hard copy was correct and agreed with the computer 
analysis of the data. 12 children accessed one or more blister cavities. 1 child opened 
12 blister cavities (a failure), 1 child opened 4 blister cavities, 1 child opened 3 blister 
cavities, 4 children opened 2 blister cavities, and 5 children opened 1 blister cavity. 
The results were one child failure. This study was a pass according to the child 
sequential test in 16 CFR 1700.20. 

Based on the CRE and SAUE values the registrant reported for MRID numbers 
479321-01 & 02; 479322-01& 02; 479323-01 ,02,03,04; 479320-01& 02 along with a 
computerized analysis ofthe data these studies pass the CRE sequential test chart and 
SAUE requirements in 16 CFR 1700.20. For the details of each study refer to the 
attached summary chart (summarycht11556-125,127,128,130.doc). 

In conclusion all the requirements for CRP have been met for EPA Reg. No. 
11556-125,11556-127,11556-128, and 11556-130. However, the directions on 
opening the package given to consumers must be identical to those given to the 
seniors during testing for the blisters. The senior testing directions are on the 
labels for EPA Reg. No.11556-125, 11556-127,11556-128, and 11556-130 dated 
December 7, 2009. Should any human experience/epidemiological evidence 
indicate a problem once the product is in the marketplace, the Agency reserves 
the right to reexamine this data comprehensively and to question the child 
resistance ofthe package involved. 
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CRPdatasummarycht 

Company Name Bayer Healthcare LLC 

Chemical - Pyriproxyfen 0.46% 
lmidacloprid 9. t% 

I 

March 5, 20 to 

A Senior Adult Use Effectiveness (SAUE) failure is failure to open the blister cavity in the prescribed test time of 5 min. for the 1st pkg or t min. for the 2nd pkg, 
cutting the tube while opening the blister cavity for either the t11 or t'd pkg, or accessing any amount of placebo/water while opening the blister cavity for either the 
151 or 2nd pkg. Note: Bayer considered a failure to open the tube (for the t51 or 2nd pkg) or open the tube and blister cavity in more than in the prescribed test time 
of 5 min. for the t81 pkg or t min. for the 2nd pkg as a SAUE failure. This is more stringent than the CRP regulations and the SAUE failure definition noted above. 
The tube is not part of the CR feature. In those situations where the SAUE reported by the company is less than the SAUE determined by Agency computer 
analysis, the lower SAUE will be reported. 
A child failure is access to t2.5g = t t.4ml for Product Density 1.092gtml or 9 tubes, whichever is less 
A blister cavity failure is any breach/penetration of the blister cavity, a visible incision or opening made by a child, or any amount of placebo/water accessed. 
\ccess to a toxic or harmful amt = t2.5g = 1.098g/kg x t t.4kg (MRID 470894~1 t oral LD50) = 1 t.4ml for Product Density 1.092g/ml 

~% AI ~ Pyriproxyfen 0.46% 
lmidacloprid 9. t% 

EPA REG# MRID 

11556-125 479321-02 
GL29118A 
dog product 

-

PKG Description Include ml # Pkges 
per Pkg Blister is CR 
feature not tube. 

# unit/pkg, child fail=# Child Get 
units, color, tax/harm = at Begin 
#units Test 

4 turquoise tube@ 1m I in 
tropical foil (KISI) blister, 
Water placebo in tube. 
Tox/hann = 12 tubes, child 
fail = 9 tubes 

Company Data Data Conclusion 

CRE SAUE Comprehe Only include CRE & SAUE via computer analysis 
blister cavity "' nsive Compu 
be Review & ter 

why Analysi 
s 

99% 1fail X CRP Certification is ok. Label dated 12/7/09 
pkg B same CRP directions as in study. Data Analysis 
open (cut showed 4 age cala1 errors {a 59 yr old female 
tube) was reported as 58 yrs old, a 57yr old female 

was reported as 58 yrs old, a 64 yr old female 
was missing the test date, but it was in !he hard 
copy of data and the age was correct, a 49 yr old 
male was reported as 52 years old.] There are 
only 99 test subjects, a 49 yr old is not part of 
the senior test panel. The age distribution is off. 
The results are still a pass of the SAUE in 16 
CFR 1700.20. 

' 
I 
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EPA REG# MRID PKG Description Include ml # Pkges Company Data Data Conclusion 
per Pkg Blister Is CR 
feature not tube. 

# uniVpkg, child fail = # Child Get CRE SAUE Comprehe Only include CRE & SAUE via computer analysis 
units, color, lox/harm= at Begin blister cavity = nslve Compu 
#units Test be Review & ter 

why Analysl 
s 

11556~125 479321-01 4 turquoise tube@ 1ml in 3 blisters 0 Fail= Pass X CRP Certification is ok. Data Analysis showed 2 
GL29118C tropical foil (KISI) blister. with4 50 child test. 4 age calcn errors [a 48 month old male was 
dog product Water placebo in tube. tubes children openz reported as 49 months old, a 47 month old male 

Toxlhann = 12 tubes, child each 1 be. 2 children was reported as 48 months old.] The age 
fail = 9 tubes open 4bc, 1 distribution is off. 4 children open.:::, 1bc. 2 

child open 3bc, children open 4bc, 1 child open 3bc, 1 child open - 1 child open 1 be 1bc. No child failures. Study is a pass of the 
child test according to sequential chart in 16 
CFR 1700.20. 

11556-125 479321-04 6 turquoise tube@ 1m! in 96% 3 fail X0.4- CRP Certification is ok. Label dated 12n/09 
GL29119A tropical foil (KISI) blister. open pkg 2.5ml too same CRP directions as in study. SAUE is 96%. 
dog product Water placebo in tube. A (1 cut lg. So The study is a pass of the senior test in 16 CFR 

Tox/hann = 12 tubes, child tube, 2 no 1ml. Did 1700.20. 
fail= 9 tubes open Comprehe 

tube), 1 nsive rev 
fail open 0.4m!in 
pkg Bin EPA Reg 

·- 60 sec #11556-
RLR 
(MRID 
479252-03 
& 04) 

------
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EPA REG# MRID PKG Description Include m! # Pkges Company Data Data Conclusion 
per Pkg Blister is CR 
feature not tube. 

# unitlpkg, child fail = # Child Get CRE SAUE Comprehe Only include CRE & SAUE via computer analysis 
units, co!cr, tax/harm = at Begin blister cavity = nsive Compu 
#units Test be Review & ter I 

why Analysi 
s 

11556-125 479321-03 6 turquoise tube @ 1 ml in 2 blisters 1 Fail= Pass X0.4- CRP Certification is ok. The company data 
GL29119C tropical1oil {KISI) blister. with6 50 child test. 12 2.5m! too summary incorrectly reported 14 children 
dog product Water placebo in tube. tubes children opened lg. So opened :: 1 be and incorrectly reported the 

Tox/hann = 12 tubes, each > 1bc. 1 child 1ml. Did individual numbers of children opening certain 
child fall= 9 tubes Opened 12 be (a Comprehe numbers of be, but the raw data agreed with our 

failure), 1 child nsive rev Computer Analysis, 12 chilli'en opened.=:. 1bc. 1 - opened 4bc, 1 0.4ml in child opened 12 be {a failure), 1 child opened 
child opened EPA Reg 4bc, 1 child opened 3bc, 4 children opened 
3bc, 4 children # 11556- 2bc, 5 children opened 1 be. There was 1 child 
opened 2bc, 5 RLR failure. The study is a pass of the child test 
children opened {MRID according to sequential chart in 16 CFR 
1bc. 479252-03 1700.20. 

& 04) 

11556-127 479322-02 4 red tube@ 2.5ml In 96% 31ail X CRP Cerlification Is ok. Label dated 1217109 
Gl29116A tropical foil {KISI) blister. open pkg same CRP directions as in study. Data Analysis 
dog product Water placebo in tube. A {2 cut showed 1age calcn error [a female reported as 

Tox/hann = 5 tubes, child tube, 1 no 55 yrs old was really of indetenninate age due to 
fall = 5 tubes open tube) birth date 5/21/2024.] Therefore the age 

1 fail open distribution is off. The results are still a pass of 
pkg Bin the SAVE in 16 CFR 1700.20. 
60sec 

11556-127 479322-01 4 red tube@ 2.5ml in 2 blisters 0 Fail= Pass X CRP Certification is ok. The electronic version of 
GL29116C tropical foil {KISI) blister. with4 50 child test. 6 this study was not submitted correctly on the 2nd 

- dog product Water placebo in tube. tubes children open.=:_ version of the studies, rather Gl26416C a 2007 
Tox/hann = 5 tubes, child each 1bc. 1 child study was submitted under its name. However, 
fail= 5 tubes open 3bc, 2 the original CD submitted with hard copy was ' ' children open correctlyforGL 29116C and was used for this 

2bc, 3 children review. Data Analysis showed 1 age cal en error 
open 1bc. [a 45 month old female was reported as 46 

months old]. However, the subject remained In 
the same age grp, the age & sex distribution 
remains ok. 6 children open .=:_ 1 be. 1 child open 
3bc, 2 children open 2bc, 3 children open 1 be. 
No child failures. Study is a pass of the child 
test according to sequential chart in 16 CFR 
1700.20. 
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EPA REG# MRID PKG Description Include ml # Pkges Company Data Data Conclusion 
per Pkg Blister is CR 
feature not tube. 

# unlt/pkg, child fail=# Child Get CRE SAUE Comprehe Only Include CRE & SAUE via computer analysis 
units, color, tax/harm = at Begin blister cavity= nsive Compu 
#units Test be Review & ter 

why Analysi 
s 

11556-127 479322-04 6 red tube @ 2.5ml in 94%3 fail X lowest CRP Certification is ok. Label dated 12/7/09 
GL29117A tropical foil (KISI) blister. open pkg SAUE& same CRP directions as in study. SAUE is 94%. 
dog product Water placebo in tube. A (2 cut also The study is a pass of the senior test in 16 CFR 

Tox/hann =5 tubes, child tube, 1 no lowest 1700.20. 
fail= 5 tubes open tube) CRE 

~ 
1 fail open 
pkg B {cut 
tube), 2 
fail pkg B 
open in 60 
sec 

11556-127 479322-03 6 red tube@ 2.5ml in 1 blister 2 Fail= Pass X lowest CRP Certification is ok. Data Analysis showed 
GL29117C tropical foil (KISQ blister. with6 50 child test. 8 CRE& 1 age eaten error {a 48 month female was 
dog product Water placebo in tube. tubes children open 2: also reported as 49 months old). The age distribution 

Tox/hann = 5 tubes, chl!d 1 be. 2 children lowest is off. 8 children open 2: 1bc. 2 children open 
fall= 5 tubes open 6bc (2 SAUE 6bc (2 failures), 1 child open 3bc, 2 children 

failures), 1 child open 2bc, 3 children open 1bc. There were 2 
open 3bc, 2 child failures. The study is a pass of the child 
children open test according to sequential chart in 16 CFR 
2bc, 3 children 1700.20. 
open 1bc. 

11556-128 479323-02 4 green tube @ 0.4ml in 95%3 fail X CRP Certification is ok. Label dated 12/7/09 
GL29120A tropical foil (KISt) blister. open pkg same CRP directions as in study. Data Analysis 

'- dog product Water placebo in tube. A(1 cut be showed 1age eaten error {a 51 year female was 
Toxlhann = 29 tubes, child in half, 1 reported as 52 years oldJ. However, the subject 
fail= 9 tubes cut tube, 1 remained in the same age grp, the age & sex 

no open distribution remains ok. The maximum number 
tube) 1 fail of test subjects per test site was exceeded for 
open pkg one test site. The results are still a pass of the 
B (no SAUE in 18 CFR 1700.20. 
open tube) 
1 fail open 
pkg 8 in 
60 sec 
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EPA REG# MRID PKG Description Include ml # Pkges Company Data Data Conclusion 
per Pkg Blister is CR 
feature not tube. 

# unitlpkg, child fail = # Child Get CRE SAUE Comprehe Only include CRE & SAUE via computer analysis 
units, color, tax/harm= at Begin blister cavity = nsive Compu 
#units Test be Review & ter 

why Analysi 
s 

11556-128 479323-01 4 green tube@ 0.4ml in 3 blisters 0 Fail= Pass X CRP Certification is ok. Data Analysis showed 
GL29120C tropical foil (KISI) blister. with4 50 child test. 9 1age calcn error [a 45 month male was reported 
dog product Water placebo in tube. tubes children open ?:. as a 44 month old). The age distribution is off. 9 

Toxlhann = 29 tubes, child each 1bc. 1 chHd children open~ 1 be. 1 child open 4bc, 1 child 
fail = 9 tubes open 4bc, 1 open 3bc, 2 children open 2bc, 5 children open 

,_ child open 3bc, 1 be. No child 1ailures. Study Is a pass of the 
2 children open child test according to sequential chart in 16 
2bc, 5 children CFR 1700.20. 
open 1bc. 

11556-128 479323-04 6 green tube@ 0.4ml in 99% 1 fail X CRP Certification is ok. Label dated 12/7/09 
GL29121A tropical foil (KISI) blister. pkg A (cut same CRP directions as in study. SAUE is 99%. 
dog product Water placebo in tube. tube) The study is a pass of the senior test in 16 CFR 

Toxlhann = 29 tubes, child 1700.20. 
fail = 9 tubes 

11556-128 479323-03 6 green tube@ 0.4ml in 2 blisters 0 Fail= Pass X CRP Certification is ok. 5 children open :::_ 1 be. 1 
Gl29121C tropical foil (KISI) blister. with6 50 child test. 5 child open 3bc, 4 children open 1bc. No child 
dog product Water placebo In tube. tubes children open :::_ failures. Study is a pass of the child test 

Toxlhann = 29tubes, child each 1bc. 1 child according to sequential chart in 16 CFR 
fail= 9 tubes open 3bc, 4 1700.20. 

ch'1ldren open 
1bc. 

~ '"56-130 479320-02 4 blue tube@ 4ml in 98% 1 fail X CRP Certification is ok. Label dated 12/7/09 
\, ____ GL29114A tropical foil (KISI) blister. pkg A (cut same CRP directions as in study. SAUE is 98%. 

dog product Water placebo in tube. tube), 1 The study is a pass of the senior test in 16 CFR 
Toxlhann = 3 tubes, child fail pkg 8 1700.20. 
fail= 3 tubes in 60 sec 

11556-130 479320-01 4 blue tube @ 4ml in 1 blister 0 Fail= Pass X CRP Certification is ok. Data Analysis showed 2 
GL29114C tropical foil (KISI) blister. with4 50 child test. 10 age calcn errors [ a 45 month male was reported 
dog product Water placebo in tube. tubes children open :::_ as 46 months old, a 44 month female was 

Toxlhann = 3tubes, child 1bc. 1 child reported as 43 months old). However, the 
fail = 3 tubes open 2bc, 9 subjects remained in the same age grp, the age 

children open & sex distribution remains ok. 10 children open 
1bc. :::_ 1 be. 1 child open 2bc, 9 children open 1 be. 

No child failures. Study is a pass of the child 
test according to sequential chart in 16 CFR 
1700.20. 

,. 
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EPA REG# MRID PKG Description Include ml # Pkges Company Data Data Conclusion 
per Pkg Blister is CR 
feature not tube. 

# uniUpkg, child fail :: # Child Get CRE SAUE Comprehe Only include CRE & SAUE via computer analysis 
units, color, tax/harm= at Begin blister cavity = nsive Compu 
#units Test be Review & ter 

why Analysi 
s 

11556-130 479320-04 6 blue tube@ 4ml in 98%2 fail XSAUE CRP Certification is ok. Label dated 12n/09 
GL29115A tropical foil (KISI) blister. open pkg associated same CRP directions as in study. SAUE is 98%. 
dog product Water placebo in tube. B in60 with The study is a pass of the senior test in 16 CFR 

Toxlhann = 3 tubes, child sec lowest 1700.20. 
fall = 3 tubes CRE and 

. lgest size 

11556-130 479320-03 6 blue tube@ 4ml in 1 blister 2 Fail= Pass X lowest CRP Certification is ok. The electronic version of 
GL29115C tropical foil (KISI) blister. with 6 50 child test. 11 CRE and this study was not submitted correctly on the 2nd 
dog product Water placebo in tube. tubes children open ,::: lgest size version of the studies, rather Gl26415C a 2007 

Toxlhann = 3 tubes, child 1bc. 2 child study was submitted under its name. However, 
fail = 3 tubes open 3bc (2 the original CD submitted with hard copy was 

failures), 3 correctly for GL29115C and was used for this 
children open review. Data Analysis showed 1 age calcn error 
2bc, 6 children [a 46 month female was reported as 47 months 
open 1 be. old[. However, the subject remained in the same 

age grp, the age & sex distribution remains ok. 
11 children open ,::: 1 be. 2 child open 3bc (2 
failures), 3 children open 2bc, 6 children open 1 
be. There were 2 child failures. The study is a 
pass of the child test according to sequential 
chart in 16 CFR 1700.20. 

~ 

,, 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON, D.C. 20460 

APR 2 9 1010 
OFFICE OF 

PREVENTION, PESTICIDES 
AND TOXIC SUBSTANCES 

Douglas Spilker, Ph.D 
Bayer Health Care LLC, Animal Health Division 
P.O. Box 390 
Shawnee Mission, KS 66201-0390 

Dear Dr. Spilker: 

Subject: Request for Determination of need for Child Resistant Packaging studies (CRP) 
for single dose sample packaging 
Advantage II Small Dog, EPA Registration No. 11556-128 · 
Advantage II Medium Dog, EPA Registration No. 11556-125 
Advantage II Large Dog, EPA Registration No. 11556-127 
Advantage II Extra Large Dog, EPA Registration No. 11556-130 

As indicated in the CRP review dated 3/8/10, a single tube size of any of the products 
would not contain a toxic or harmful amount of the product and therefore CRP is not required at 
this time. 

However, "Should any human experience/epidemiological evidence indicate a 
problem once the product is in the marketplace, the Agency reserves the right to reexamine 
this data comprehensively and to question the need for child resistance of the package 
involved." 

A copy of the review was provided at our meeting on April27, 2010. Should you have 
any questions, please contact Autumn Metzger at 703-305-5314 or mctzger.autumn@epa.gov. 

Sincerely, 

~ 
Venus Eagle 
Product Manager 0 I 
Insecticide-Rodenticide Branch 
Registration Division (7505P) 
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CHILD-RESISTANT PACKAGING REVIEW 
Technical Review Branch 

IN 2/23/201 0 OUT .3/8/201 0 
rx? ~ a.;,.t/ d'..Pd.-UY4->1-

RD, TRB, Reviewed by Rosalind lt. ~ass-- 3/8/2010 

EPA Reg. No. or File Symbol11556-125, 11556-127, 11556-128, 11556-130, 
11556-RLN, 11556-RLR, 11556-RLE 

DP Barcode D37 4528 (for 11556-130) 

Decision # 424615 (for 11556-130) 
EPA Petition or EUP No. ___ _ 

Date Division Received 2/3/2010 

Type Product(s) Insecticide (flea product) 

Data Accession No(s). 

Product Mgr./Chemical Review Mgr/Contact Person RM 01 (Autumn Metzger) 
Division ,_R,D'---

Product Name(s) Advantage Plus 20 for Dogs, Advantage Plus 55 for Dogs, 
Advantage Plus 1 0 for Dogs, Advantage Plus 1 00 for Dogs, 
Advantage IGR 5, Advantage IGR 9, Advantage IGR 18, 

Company Name(s) Bayer Healthcare LLC 

Submission Purpose Review of toxicity data and CRP regulations to determine if 
single nonchild-resistant tubes are subject to CRP. 

Active lngredient(s), PC code, & % lmidacloprid 9.1% 
Pyriproxyfen 0.46% 

Summary of Findings 

While CRP is indicated based on residential use and the acute oral LD50, the 
actual amount of product in a single tube for these 7 products (EPA Registration 
Numbers 11556-125,11556-127, 11556-128,11556-130, 11556-RLN, 11556-RLR, and 
11556-RLE) is less than a toxic and harmful amount for an 11.4 kg child. Therefore, a 
single tube for any of these 7 products in the sizes noted in the table herein (4ml 
maximum size) is not subject to CRP. Any outer packaging on these tubes 
resembling CRP especially the CRP being used for the 4 or 6 tube configurations 
will be construed as voluntary CRP and necessitate CRP testing for each tube 
size, CRP certification, and amendment of the pertinent registrations. 
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Should any human experience/epidemiological evidence indicate a 
problem once the product is in the marketplace, the Agency reserves the right to 
reexamine this data comprehensively and to question the need for child 
resistance of the package involved. 

Package 

The package consists of individual tubes, which are not child-resistant 
packaging (CRP). · 

Toxicity 

2 

The toxicity of the product, which contains 9.1% lmidacloprid and 0.46% 
Pyriproxyfen, is based on toxicity data for a 9.0% lmidacloprid and 0.48% Pyriproxyfen 
formulation. The acute oral LDso study MRID 470894-11 (9.0% lmidacloprid and 0.48% 
Pyriproxyfen) is 1 098mg/kg for the female rat, no male rat was used in the study. The 
toxic or harmful amount for an 11.4 kg child is 12.5g (1 098mg/kg x 11.4kg), which is 
11.4ml of product (12.5g divided by 1.092g/ml [product density]). 

Toxicity and CRP 

The CRP regulations (40 CFR 157.22) indicate that a product for residential use 
with an acute oral LDso of 1.5glkg or less is required to be in CRP. All 7 of these 
products meet these criteria. However, CRP is intended to prevent children under 5 
years of age from opening or obtaining a toxic or harmful amount of a substance in a 
reasonable time (40 CFR157.21). A toxic or harmful amount is access to 12.5g = 
11.4ml. None of these 7 products would contain a toxic or harmful amount in one tube 
as is shown in the table below. The maximum amount of product in the largest tube 
(4ml) is 4ml x 1.092g/ml = 4.37g. 

EPA Reg# Tube Color & Size Toxic/Harmful Amt Child Failure (for 
12.5g = 11.4ml CRP testing) 

11556-125 1 turquoise tube @ 12 tubes 9 tubes 
1ml 

11556-127 1 red tube_,@ 2.5ml 5 tubes 5 tubes 
11556-128 1 green tube 29 tubes 9 tubes 

I @0.4ml 
11556-130 1 blue tube~ 4ml 3 tubes 3 tubes 
11556-RLN 1 turquoise tube @ 50 tubes 9 tubes 

0.23ml 
11556-RLR 1 orange tube 29 tubes 9 tubes 

~0.4ml 
11556-RLE 1 purple tube 15 tubes 9 tubes 

j_@0.8ml 
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Analysis of Data and Conclusion 

While CRP is indicated based on residential use and the acute oral LDso. the 
actual amount of product in a single tube for these 7 products (EPA Registration 
Numbers 11556-125,11556-127,11556-128,11556-130, 11556-RLN, 11556-RLR, and 
11556-RLE) is less than a toxic and harmful amount for an 11.4 kg child. Therefore, a 
single tube for any of these 7 products in the aforementioned sizes in the table above 
(4ml maximum size) is not subject to CRP. Any outer packaging on these tubes 
resembling CRP especially the CRP being used for the 4 or 6 tube configurations will 
be construed as voluntary CRP and necessitate CRP testing for each tube size, CRP 
certification, and amendment of the pertinent registrations. 

Should any human experience/epidemiological evidence indicate a 
problem once the product is in the marketplace, the Agency reserves the right to 
reexamine this data comprehensively and to question the need for child 
resistance of the package involved. 
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NOTE TO FILE: 

These notifications, dated 4/9/10 were all superseded by a Label Amendment stamped 4/29/10 
and closed out as so in OPPIN. 

Autumn Metzger 
4/29/10 
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( Print Form 
Form ~~~toved.' -vMB No. 2070.0060 

United Stott,. OPP Identifier Number 

&EPA Environmental Protection Agency @ Registration 
Amendment 
Other Washington, DC 20460 

Application for Pesticide - Section I 
1. Company/Product Number 
11556-128 

4. Company/Product (Name) 
Advantage Plus 10 for Dogs 

5. Name at'ld Addren of Applicant ffncfuda ZIP Codt~} 

Sayer HealthCare LLC, Animal Health Division 
P.O. Box390 
Shawnee Mission, KS 66201-0390 

D Check if thi$ is • nBw sddrsss 

Amendment- Explain below. 

2. EPA Product Menagor 
Venus Eagle 

PM# 
01 

3. Proposed Classification 

~Nona D Rntrlcted 

6. Expedited Review. In accordance with FIFRA Section 3(c)(3) 
(b)(il, my product is similar or identical in composition and labeling 
to: 

D EPA Reg. No. ______________ _ 

Product Name 

Section - II 

Final printad labalo In rasponaa to D 
D 
0 

Resubml11ion In roeponee to Agancy Iotter dotod -------

D 
D 
D 

Agancy letter deted -------------1 
~Me Too• Application. 

Notiflcetion- Explain balow. other- Explain below. 

Explanation: U111 lldditionel pagalsl If naca1111ary. !For •action I and Saction II.) 

Notification of addition of an Alternate Brand Name for subject product. 
See attached for detailed explanation. Contact: doug.spilker.b@bayer.com 

Section - Ill 
1. Materiel Thi1 Product WDllk Pockegad In: 

Child-Resistant Packeglng Unit Packaging Wotar Soluble Pockeging 

0v .. · 
D•o 

[Jvoo 
~No 

D v .. 
IK] No 

• Cortificlltion must 
bs submittsd 

II ~voe~ No. per 
Unit Packaging wgt. container 

If ~vas~ 
Package wgt 

3. L.ocotion of Not Contante Information 

0 Label 18] Container 

4. Sizelsl Ratoil Container 

4/6-0.4ml tube 

I 

No. per 
container 

2. Type of Container 

~:~. 
Gle" 
Paper 
Other (Specify) _______ , 

5, Locotion of Label Diractiona 
f:::-1 On Label 
[i:] On labeling accompanying product 

6. Mannar in Which Lobal ie Affixed to Product Uthograph 
Paper aluod 
sumcired 

0 Oth" -----------

Section -IV 
1. Contact Point /Complete irams directly bolow for identification of individual ro b11 conr•crod, if n•c•ssllf}', to process thk #1pPifc8don.J 

Name 
Douglas A. Spilker, Ph D. 

Title 
EPA Reg. Affairs Manager 

Telephone No. llncludo Area Coda) 
913-268-27S1 

Certification 
I certify that the stotomontli" I hove made on thi; lorm and all anachman~ thereto aro true, accurate and complete. 
I acknowledge that any knowingly falsa or misleading stetemant may ba puniahabla by line or imprisonmont fife e < < , 

both under applicable law. ~: < ~ 

3. Titla 

EPA Reg. Affairs Manager 

4. TVPed Name v 5. Oata 

Douglas A. Spilker, Ph D. 

EPA F~Km 8570-1 (Rev. 8-941 ProYIOUD aditians are obsolete. WhltM • EPA Fu. COpy (origlnsll 

8. Data Application 
Rocalvad 

' 
' c ' ' ' ' ' 

' ' 

' ' 
' < ' ' < ' 
' 
\'t.:bw • Appllcanl Copy 

' ' 
< ' ' ' 157
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ATIACHMENTFOR 

APPLICATION FOR PESTICIDE REGISTRATION 

April 9, 2010 

Advantage® Plus 10 for Dogs (EPA Reg. No. 11556-128) 

Notification of Alternate Brand Name 

In addition to the primary brand name - Advantage® Plus 10 for Dogs- we are notifying 

the Agency we plan to use the following alternate brand name for this product: 

Advantage II Small Dog 

As described in PR Notice 98-10, section "A. Brand Names- A registrant may change 

the primary brand name and add or change one or more alternate brand names by 

notification." Therefore pursuant to PRN 98-10, Bayer Healthcare LLC, Animal Health 

Division, is adding the alternate brand name- Advantage ll Small Dog- to the file for 

its product Advantage® Plus 10 for Dogs (EPA Reg. No. 11556-128). 

This notification is consistent with the provisions of PR Notice 98-10 and EPA 

regulations at 40 CFR 152.46 and no other changes have been proposed for the labeling 

or the confidential statement of formula for this product. Bayer understands that it is a 

violation of IS U.S. C. Sec. IOOI to willfully make any false statement to EPA. Bayer 

further understands that if this notification is not consistent with the terms of PR Notice 

98-10 and 40 CFR 152.46, this product may be in violation of FIFRA and Bayer may be 

subject to enforcement action and penalties under sections 12 and 14 of FlFRA. 

Page !of I 

" ' < ,_' 

Notification 04-09-10 Adv n sd name {,\tt.<Jcu. 
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Bayer HealthCare 
Animal Health 

Via Federal Express 04109!10 

Document Processing Desk (NOTIF) 
Office of Pesticide Programs (7504P) 
U.S. Environmental Protection Agency 
Room S-4900, One Potomac Yard 
2777 South Crystal Drive 
Arlington, VA 22202-4501 

Enclosure: 

Application for Pesticide Notification for: 

Advantage Plus 10 for Dogs (11556~128) 
Advantage Plus 20 for Dogs (11556-125) 
Advantage Plus 55 for Dogs (11556~127) 
Advantage Plus 100 for Dogs (I 1556-130) 

Adv Plus NotifCover 0409!0.doc 

Bayer HealthCare LLC 
A.nimal Health 
P.O. Box 390 
Shawnee Mission, KS 66201 
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'Advantage Plus Pro-duds' for Dogs- Request for Change in Primary Brand Names 
Doug Spilker 
to: 
Autumn Metzger 
04/2812010 03:32PM 
Cc: 
Venus Eagle, Kable Davis 
Show Details 

Dear Ms. Metzger, 
This email is to request changes in the primary brand names of the following registrations of Bayer 
Health Care, Animal Health Products: 

EPA Reg. No. 
II556-I28 
II556-I25 
II556-I27 
II556-I30 

From 
Advantage Plus I 0 for Dogs 
Advantage Plus 20 for Dogs 
Advantage Plus 55 for Dogs 
Advantage Plus I 00 for Dogs 

To 
Advantage II Small Dog 
Advantage II Medium Dog 
Advantage 11 Large Dog 

Advantage II Extra Large Dog 

Page I of I 

We understand from our meeting with the Agency on 4/27/10 that these name changes are acceptable to the 
Agency. Revised draft labeling with these new primary brand names will be sent to you in a separate email. 

If you need anything further to appropriately make this official change to the respective registration files, 
please let me know. 

Best regards, 

Doug 

Douglas A. Spilker, Ph.D. 
Manager - EPA Reg. Affairs 
BAYER HEAL THCARE LLC 
ANIMAL HEALTH 
Office:+! 9I3-268-275I 
Mobile: +I 8!6-506-3I02 
Fax: +I 9I3-268-2135 
Email: doug.spilker.b@bayer.com 

Address: 
P.O. Box390 
Shawnee Mission, KS 66201-0390 
Country: USA 

Bayer Animal Health "Protecting.Curing.Caring ... Together" 

The information contained in this e-mail is for the exclusive use of the intended rtJcipient(s) and may be can/idential, proprietary, and/or /egat/y privileged. 
Inadvertent disclosure of this messagtJ does not constitute a waiver of any privilege. If you receive this message in error, please do not directly or indirectly use, 
print, copy, forward, or disclose any part of/his message. Please also delete this e·mai/ and all copies and notify the sender. Thank you. 

For a/lema/a languages please go to hlJp~~JXI.i§~.i!JJ!ll:,_/wyerweb.cam 

file://C:\Documents and Settings\ametzger\Locai Settings\TemplnotesFCBCEE\-web2499... 4/28/20IO 160
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Advantage II Products- revised labeling 
t 

Doug Spilker a Autumn Metzger 

Cc: Kable Davis, Venus Eagle 

View: (Mail Threads) 

Dear Ms. Metzger, 

( 

04/28/2010 03:55PM 

Please find attached appropriately revised draft labeling for the four Advantage II products for 
dogs (11556-125. -127, -128, -130). You will note, that the newly requested primary brand 
names have been used (see separate email of 4/28/10). As you requested in our meeting 
yesterday, these labels have been revised according to your comments given to me in the 
aforementioned meeting. In addition to those comments, I have made a few other minor 
revisions, that conform to current EPA format and labeling requirements: a) put the signal word 
in all CAPS (page 1), b) better separated the headings in the Precautionary statements (page 2), c) 
added the words "Net Contents" (page 5) and d) added single tube to the list of sizes (page 5). 
As you will recall, the DER from Ms. Gross allowed this single tube addition. I hope that these 
minor changes do not delay the processing of the acceptance of these labels. 

If you need anything further, please calL 

Best regards, 
Doug 

Douglas A. Spilker, Ph.D. 
Manager- EPA Reg. Affairs 
BAYER HEAL Til CARE LLC 
ANIMAL HEALTH 
Office: +1 913-268-2751 
Mobile: +1 816-506-3102 
Fax: +1 913-268-2135 
Email: doug.spilker.b@bayer.com 

Address: 
P.O. Box 390 
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Shawnee Mission, KS 66201-0390 
Country: USA 

Bayer Animal Health "Protecting.Curing.Caring ... Together" 

( 

The information contained in /his e-mail is for the exclusive use of the intended recipient(s) end may be confidential, proprietary, 
and/or legally privileged. Inadvertent disclosure of this message does not constitute a waiver of eny privilege. If you receive /his 
message in error, please do not directly or indirectly use, print, copy, forward, or disclose any parl of this message. Please also 
delete /his e-mail and a/1 copies and notify the sender. Thank you. 

For alternate languages please go to 

om 'ttl 
Advant<~ge II Small Dog f.pdf Dog f. pdf Advant<~ge II E:<lla La1ge Dog f. pdf 
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Doug 
Spllkef/SHAWN/AGCHEM/US 
/BAYER 

03/31/2009 02:t5 PM 

( 

To davis.kable@epa.gov 

cc Harish 
Chopade/SHAWN/AGCHEM/US/BA YER@BA YER-US·NOT 
ES 

bee Douglas 
Hutchens/SHAWN/AGCHEM/US/BA YER@BAYER·US-NOT 
ES; Bruce 
Martin/SHAWN/AGCHEM/US/BAYER@BAYER·US-NOTES; 
Dan 
Ciszewski/SHAWN/AGCHEM/US/BAYER@BAYER-US-NOT 
ES 

Subject CRP Discussion with Dr. Gross 

Just a note. Rosalind Gross called today C9:30 con, and Dr. Chopade (Bayer) and I spoke with her 
regarding her input on the document we recently (3/30/09) sent on the CRP testing. Since she called us, I 
assume you gave her the go-ahead. She had three basic comments to improve our testing: 

1. We should use the most recent acute oral toxicity study (Bayer Report No. 75922; MRID 47089411) 
to calculate the Toxic Dose, rather than the one listed in the Reference- Page 1. 

2. In the Tube Failure Criterion, it should be considered a failure if the child has access to any amount of 
water (from the tube). 

3. In the Tube Failure Criterion (adults), it should be considered a failure if the participant opens the 
package improperly, that is not using scissors. How this should be discussed with Great Lakes 
Marketing (contractor). · 

Since this was just guidance from her. it is our understanding that no additional action Is needed by us, 
unless we have further questions. 

For your information, 
Doug 

Doug Spilker 
Manager- EPA Reg. Affairs 
BAYER HEALTHCARE LLC 
ANIMAL HEALTH 
Office: +1 913-268-2751 
Mobile: +1816-506-3102 
Fax: +1913-268-2135 
Email: doug.spilker.b@bayer.com 

Address: 
P.O. Box3g0 
Shawnee Mission; KS 66201-0390 
Country: USA 

Bayer Animal Health "Powered by People, Driven by Science" 
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Davis.Kable@epamail.epa.go 
v 

To Doug Spilker <doug.spi/ker.b@bayer.com> 

cc 
03/31/2009 04:52AM 

bee 

Subject Re: CRP Testing for Revised Packaging of Advantage Plus 
Products 

Excellent. Thanks, Doug. I will forward this information on. 

Have a great, Tuesday. 
Bo 

Kable Bo Davis, MS 
Entomologist 
u.s. Environmental Protection Agency 
Insecticide-Rodenticide Branch 
Registration Division J7505P) 
1200 Pennsylvania Ave. NW 
washington, DC 20460 

Tel: 703 306-0415 
Fax: 703 305-6596 
Email: davis.kable@epa.gov 

/------------> 
1 From: I 
r------------> 
>-----------------------------------------------------------------------------______________________ c ___________________________________ -1 

1 Doug Spilker, <doug. spilker .b@bayer. com> 

>---------------------------------------------------------------------------------------------------------------------------------------1 1------------> 
I To: I 
1------------> 

>----------------------------------------------------------------------------
-----------------------------------------------------------1 

!Kable Davis/DC/USEPA/US@EPA 

>----------------~-----------------------------------------------------------
-----------------------------------------------------------1 r------------> 
I Cc: I 
1------------> 

>----------------------------------------------------------------------------
-----------------------------------------------------------1 

[Harish Chopade <harish.chopade.b@bayer.com> 

>---------------------------------------------------------------------------------------------------------------------------------------1 
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1------------> 
I Date: I 
1------------> 

>---------------------------------------------------------------------------------------------------------------------------------------1 
103/30/2009 03:25 PM 

>------------------------------------------------------------------------------------------------------------------------------"--------1 
1------------> 
I Subject: I 
1------------> 

>---------------------------------------------------------------------------------------------------------------------------------------1 
JCRP Testing for Revised Packaging of Advantage Plus Products 

>---------------------------------------------------------------------------------------------------------------------------------------1 

Dear Mr. Davis, 
Reference is made to the meeting of March 4, 2009 {BAH: D. Spilker; 
EPA:~- Davis, v. Eagle and R. Gross), which included a discussion on 
Advantage Plus for Dogs (11556-125, -127, -128, -130) and our plans to 
develop revised packaging for these products, as well as for the 
yet-to-be submitted Advantage IGR for cats product. As you will recall, 
these products require child-resistant packaging. As we discussed, we 
understand that the full battery of tests with children and adult 
seniors, as well as with all package sizes (colors) and all package 
configurations (4-packs and 6-packs) is required. We will conduct these 
tests as before with Great Lakes Marketing Company, Toledo, Ohio. 

In the aforementioned meeting, we discussed with Dr. Rosalind Gross the 
CRP Testing plans. In that conversation, Dr. Gross requested we send her 
some specific information about our protocol: a) the test failure 
criteria and b) confirmation that we will specifically instruct seniors 
to use only the scissors provided during the tests. To that end, 
please find attached a summary document addressing Dr. Gross' questions, 
including information especially on the toxic dose calculations, total 
number of studies needed, and the test failure criteria proposed for the 
CRP testing of Advantage Plus/IGR blisters. The failure rates shown in 
the attached are the same as used in the previously conducted studies ( 
Child test example: Bayer Report No. 75897; MRID 47089103 and Adult test 
example: Bayer Report No. 75898; MRID 47089104) that were used to 
support the currently registered Advantage Plus product/packages. 

We request that this info.rmation be forwarded to Dr. Gross to answer her 
questions. We are planning to conduct these studies in mid-April, so if 
Dr. Gross has any questions or comments, we would appreciate her 
feedback as soon is it is available. 

Sincerely, 
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Doug Spilker 

Douglas A. Spilker, Ph.D. 
Manager - EPA Reg. Affairs 
BAYER HEALTHCARE LLC 
ANIMAL HEALTH 
Office: +1 913-268-2751 
Mobile: +1 816-506-3102 
Fax: +1 913-268-2135 
Email: doug.spilker.b@bayer.com 

Address: 
P.O. Box 390 
Shawnee Mission, KS 66201-0390 
Country: USA 

I 

Bayer Animal Health "Powered by People, Driven by Science" 

The information contained in this e-mail is for the exclusive use of the 
intended recipient(s) and may be confidential, proprietary, and/or 
legally privileged. Inadvertent disclosure of this message does not 
constitute a waiver of any privilege. If you receive this message in 
error, please do not directly or indirectly use, print, copy, forward, 
or disclose any part of this message. Please also delete this e-mail 
and all copies and notify the sender. Thank you. 

For alternate languages please go to http://bayerdisclaimer.bayerweb.com 
[attachment "Advantage IGR CRP Testing -For EPA Review 3-27-·og.doc" 
deleted by Kable Davis/DC/USEPA/US] 
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Doug 
Spilker/SHAWN/AGCHEM/US 
/BAYER 

0313012009 02:21 PM 

Dear Mr. Davis, 

( 

To davis.kable@epa.gov 

cc Halish 
Chopade/SHAWN/AGCHEM/US/BAYER@BAYER·US-NOT 
ES 

bee 

Subject 

Mary 
HunUSHAWN/AGCHEM/US/BAYER@BAYER-US-NOTES; 
Dan 
Ciszewski/SHAWN/AGCHEM/US/BAYER@BAYER-US-NOT 
ES; Bruce 
Martin/SHAWN/AGCHEM/US/BAYER@BAYER-US-NOTES; 
Douglas 
Hutchens/SHAWN/AGCHEM/US/BAYER@BAYER-US-NOT 
ES; Jagdeep 
Buch/SHAWN/AGCHEM/US/BAYER@BAYER-US-NOTES 
CRP Testing for Revised Packaging of Advantage Plus 
P~oducts 

Reference is made to the meeting of March 4, 2009 {BAH: D. Spilker; EPA: B. Davis, V. Eagle and R. 
Gross), which included a discussion on Advantage Plus for Dogs (11556-125, -127, -128, -130) and our 
plans to develop revjsed packaging for these products, as well as for the yet-to-be submitted Advantage 
IGR for Cats product. As you will recall, these producls require child-resistant packaging. As we 
discussed, we understand that the full battery of tests with children and adult seniors, as well as with all 
package sizes (colors) and all package configurations {4-packs and 6-packs) is required. We will conduct 
these tests as be~ore with Great Lakes Marketing Company, Toledo, Ohio. 

In the aforementioned meeting, we discussed with Dr. Rosalind Gross the CRP Testing plans. In that 
conversation, Dr. Gross requested we send her some specific information about our protocol: a) the test 
failure criteria and b) confirmC!tion that we will specifically instruct seniors to use only the scissors 
provided during the te_sts. To that end, please find atlached a summary document addressing Dr. Gross' 
questions, including information especially on the toxic dose calculations, total number of studies needed, 
and the test failure criteria propos'ed for the CRP testing of Advantage Plus/IGR blisters. The failure rates 
shown in the attached are the same as used in the previously conducted studies (Child test example: 
Bayer Report No. 75897; MRID 47089103 and Adult test example: Bayer Report No. 75898; MRID 
47089104) that were used to support the currently registered Advantage Plus product/packages. 

We request that this information be foJWarded to Dr. Gross to answer her questions. We are planning to 
conduct these studies in mid-April, so if Dr. Gross has any questions or comments, we would appreciate 
her feedback as soon is it is available. 

Sincerely, 
Doug Spilker 

Douglas A. Spilker, Ph.D. 
Manager- EPA Reg. Affairs 
BAYER HEAL THCARE LLC 
ANIMAL HEAL 1H 
Office: +1 913-268-2751 
Mobile: +1 816-506-3102 
Fax: +1 913-268-2135 
Email: doug.spilker.b@bayer.com 

Address: 
P.O. Box390 
Shawnee Mission, KS 66201-0390 
Country: USA 
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Advantage IGR CRP Testing -For EPA Review 3-27.()9.doc 
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Child-Resistant Packaging and Toxicology of 
Advantage® IGR Formulation for Use in Cats and Dogs for Flea Control 

INTRODUCTION 
The packaging requirements for pesticides and devices to be marketed in the United States are 
prescribed in Code of Federal Regulations. 40 CFR Part 157.20. Bayer Anima] Health has developed 
a new product, Advantage® lGR (previousJy known as Advantage® Pius), containing 9.1% 
imidac1oprid and 0.46% pyriproxyfen as a spot-on formulation for dogs and cats for tbe control of 
fleas (all stages). The product will be marketed as three different sized tubes (1.0-mL, 2.5-mL and 
4.0-mL total capacity) pat?kaged in a 4-pack and 6-pack child resistant blisters. For cats, 0.23 mL, 0.4 
mL or0.8 mL product wi1Ibe placed in a 1.0-mL capacity tube. For dogs, 0.4 mL or 1.0 mL product 
wil1 be placed in a 1.0-mL tube, 2.5 mL product in ft 2.5-mL tube, and 4.0 mL product in a 4.0-mL 
tube. The child-resistant (CR) feature of the packaging is the blister.;. The tubes are not child
resistant; tubes will be identical to those cwrently marketed for Advantage® and K9 Advantixtl 
products. 

CALCULATION OF TOXIC DOSE 
The acute oral LD~ for this new product (formulation with 9.1% imidacJoprid and 0.9%. pyriproxyfen) 
was determined to be 1~83 mg/kg for male an~ 1,000 mglkg for female rats.1 This product meets the 
US EPA 40 CFR Part 157.22 requirements for chi1d-resistant packaging according to the following , 
toxicity criteria: (1) Toxicity criterion -the pesticide has an oral ill,0 of 1.5 glkg or 1~ and (2) 
Use criterion- The product's labeling either directly recommends residential use or reasonably can be 
interpreted t~_permit residential~·~ 

In Table 1, below, are given the number of tubes of each different size of this product a child weighing 
25 pounds (11.4 kg) would h'ave to ingest to reach a toxic dose (amount). "Toxic dose" for1his 
product as defined in 40 CFRPart 157.22 and thatconfinned by Dr. Rosalind Gross ofUS EPA is the 
acute ora] LD50 value. Thus, to err on the conservative side, the ill50 value of 1,000 mglkg (= 1.0 
g!kg) for female rats was used in the supporting calculations. The density of the product, 1.092 glmL, 
was also used in the supporting calculations. A toxic dose of the Advantage® IGR formulation for a 
child (251b = 11.4 kg) is ca1cu1a1ed as 10.44 mL of Advantage® IGR product [i.e., (1.0 glkg LDjl)x 
1].4 kg bodywe;ght)+ (1.092 glmL dens;ty) ~ 10.44 mL]. 

Table 1. Tube Sizes, Number ofTnbes as Toxic Dose fora Child, and Test Failure Criteria 

Advantage® IGR No. ofTubes* Constitute Test Failure Criteria 
Tube Size (mL) as Toxic Dose for a Child (#Tubes Accessed by a Child) 

0.23 46 (45.4 9** 
0.4 27 (26.1 9 
0.8 13 (13.05 9 
1.0 II (10.4) 9 
2.5 5 (4.2) 5 
4.0 3 (2.6) 3 . . . . . . 

*Calculated tube number m the parenthests (Wlth;::: 0.1 fraction) IS rounded off to the next higher 
integer. AJ1 tubes are single use, which means each tube contents are used as a single application. 
**Per EPA guidance, 9 tubes is recommended as the test failure criteria for child panel testing when:;: 
9 tubes represent a toxic dose for a child. · 

Reference: L Sturdivant, D.W. 1999. Acute oral LD~ toxicity study with imidacloprid (9.1%Ypyriproxyfen 
(0.9%) spot-on .in rats. Bayer Animal Health Report No. 75195. MRID No. 45096904. 

Page I of3 
H. M. Cbopadc, 3n.7n.009 
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CRP TESTING OF BLISTERS 
Bayer is planning on testing Advantage® IGR blisters made with two different lidding foils: Tropical 
foiJ and PVC foiJ. As individual tube sizes of Advantage® IGR to be marketed for dog and cat will be 
colored differently~ we are going to CRP test individual tube size and blister type (4-pack or 6-pack). 
Therefore, for blisters with eitherTropica1 or PVC lidding foil, there wil1 be a total of8 CRP studies 
(8 child panel+ 8 senior aduJt panel) for the dog product (Table 2) and 5 CRP studies (5 child panel+ 
5 senior adult panel) for the cat product (Table 3) for each lidding foil 1ype blisters. As a guideline 
requirement for CRP testing purposes, all tubes will be fiJJed with appropriate volume of water. 

Table2. Blister Paclmging (CRP Studies) for Do, ' 

No. of Tubes= 
Test Failure Criteria to be 

Tube Size* & FoJJowed 
Color Scheme 

Blister Type Toxic Dose to a (MinimUm# of Tubes 
i5-lb Child Accessed by a Child) 

0.4mL 4pack 27 9 
Green (Pantom~ 346C) 6pack 27 9 

l.OmL 4pack II 9 
Turquoise (Pantone 311C) 6pack II 9 

2.5mL 4pack 5 5 
Red (Pantone 197C) 6pack 5 5 

4.0mL 4 pack 3 3 
Blue (Pantone 543C) 6pack 3 3 . . . Each tube will contain appropnat.e volume of water • 

Table 3. Blister Pac 
. 

~ (CRP Studies) for Cats 

No. ofTubes = 
Test Failure Criteria to be 

Tube Size* & 
Blister Type Toxic Dose to a 

Followed 
Color Scheme (Minimum# of Tubes 

25-lbChild Accessed bv a Child) 
0.23 mL 4 pack 46 9 

Turquoise (Pantonr: 326C) 

0.4mL 4pack 27 9 
Ornnge {Pantone 157q 6pack 21 9 

0.8mL 4 pack l3 9 
Pu~ple {Pan tone 264C) 6pack 13 9 . . . 

Each tube Wlli contam appropnate volume of water . 

CONDUCT OF CRP STUDJES 
Both child panel and senior adult panel CRP studies for each blister & tube size (water-filled) will be 
perfonned according to the test protocol prescribed in the Federal Register, Tit1e 16, Part 1700.20, by 
Great Lakes Marketin& Toledo~ Ohio. Data C<lllected for the studies wiJJ be analyzed and reported 
according to the Agency guidelines. Also, CRP protocol test data will be made available to 1he 
Agency electronically on a CD-R 

A Tube Failure Criterion in Child Panel Testing: In child panel testing (50 to 200 participants), any 
smaiJ breach of a blister cavity ( cJearJy visible smaJJ incision or opening) made by a chiJd with finger 
nails or teeth would be counted as one tube failure . 

Page2 of3 
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Use of a Pair of Scissors in Senior Adult Pane] Testing: A senior adult panel will incl1,1de 100 
participants. As the blister Opening Instructions involve the use of a pair of scissors, senior 
adult participants -will be allowed to use a pair of scissors during the testing, but they will be 
warned against using a pocket knife or other tools. 

-. -o-------- -~'-· ·-•--· 
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Bayer HealthCare 
Animal Health 

Via Federal £\press 

February 2, 2010 

Office of Pesticide Programs (7504P)- Request for CRP Determination 
(NO REG FEE) 

U.S. Environmental Protection Agency 
Room S-4900, One Potomac Yard 
2777 South Crystal Drive 
Arlington, VA 22202-4501 

Attention: Ms. Venus Eagle (PM 01) 
Registration Division 

Subject: Advantage Plus products for dogs* 
.(EPA Reg. Nos. 11556-125, -127, -128, -130) 
Advantage IGR products for cats* 
(EPA File Symbols. 11556-RLN, -RLR, -RLE) - -

Request for Determination that Single Tubes of Products 
are Not Subject to CRP Requirements 

Dear Ms. Eagle: 

Reference is made to a teleconference, intiated by the Agency, between 
Bayer Healthcare, Animal Health Division (D.A. Spilker/H. Chopade) and 
Ms. Rosalind Gross of the Agency (January 13, 2010) regarding the 
currently under-review Child-Resistant Packaging studies, submitted for 
the pending actions of Advantage Plus for Dogs and Advantage IGR (for 
cats.) In addition to other topics, there was discussion on the possibility of 
receiving a determination from the Agency that "single tube" presentations 
of the subject products (all containing the identical formulation) would not 
be subject to the requirement of Child-Resistant Packaging. In addition to 
marketing 4- and 6-packs of the products (in CRP packaging), Bayer plans 
to market all of the products in single tube presentations. 

*The following table lists all of the products and actions involved with this 
request 

Adv ptus CRP single tuhc request 0202ll),doc 

« 

Bayer HeallhCare LLC 
Animal Health 
P.O. Box390 
Shawnee Mission, KS 66201·0390 

< 

< < 
< < ' 
~ 0 ' " 

' ' < < < ~ ' ' 

' 
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Ms. Venus Eagle 
Registration Division 
Office of Pesticide Programs (7504P) 
U.S. Environmental Protection Agency 

( 

Page 2 
February 2, 2010 

Product Re~/File Svmbol No. Decision Number 
Advantlil(e Plus 20 for Dogs 11556-125 D-424617 
Advantaoe Plus 55 for Doos 11556-127 D-424616 
Advantage Plus 10 for Dogs 11556-128 D-424618 
Advantage Plus 100 for Dogs 11556-130 D-424615 
Advantaoe IGR 18 (for Cats) 11556-RLE D-424199 
Advantage IGR 9 (for CatSl 11556-RLR D-424200 
Advantaoe IGR 5 (for Cats) 11556-RLN D-424201 

Based on the toxic dose calculations presented in the attached document, it 
becomes evident that a single tube of any of the 7 different sizes (or 0.23 
mL to 4.0 mL formulation) would not approach an acutely toxic dose for a 
child weighing 25 lb. Therefore, 'Child-resistant packaging for the single
tube' packaging fill Advantage® IGR/Plus products for dogs and cats 
should Il.Ot be required nor should there be any need for CRP testing in this 
case. Therefore, aS"recommended by Ms. Gross in the aforementioned 
teleconference, we request the Agency to make a detennination that ~le 
tube presentations of the aforementioned products are not subject to the 
cifp requirements. 

If you have any questions, please do not hesitate to call me at (913) 268-
2751. 

Douglas A. Spilker. Ph. D. 
Manager, EPA Regulatory Affairs 
Doug.Spilker.b@Bayer.com 

DAS 

Attachment: 

Cc:: 

• "A Request for Determination That Single Tube packaging of Advanatge 
IGR!Plus Products are Not Subject to CRP Requirements," dated 02/0l/lO, 3pp. 

Kable Davis, EPA 
Autumn Metzger, EPA 
Rosalind Gross, EPA 

Adv plus CRP single lube requeSI 020210.doc 

" < 
< < < 
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!",ty Bayer HealthCare 

A Request for a Determination That Single-Tube Packaging of Advantage® 
IGR/Pius Products Are Not Subject to CRP Requirements 

1. OBJECTIVE 
Bayer Health Care, Animal Health Division, Shawnee, Kansas, is requesting a determination by EPA 
that §iDgle-tube packaging of Advantage® IGR/Plus products (containing an identical formulation), 
for use on cats and dogs for flea control, are not subject to CRP requirements. The background 
information on the Advantage® IGR/Plus packaging and the justification for support of this proposed 
determination are presented below. 

2. INTRODUCTION 
Bayer has developed a new product, Advantage® IGR (previously known as Advantage® Plus), 
containing 9.1% imidacloprid and 0.46% pyriproxyfen as a spot-on fommlation for dogs and cats for 
the control of fleas (all stages); see Table 1 below for respective registration/file symbol numbers. 
Bayer's plan is to market the product for use on dogs as four different sized tubes (0.4-mL, 1.0-mL, 
2.5-mL, and 4.0-mL capacity) packaged in 4:=eack and 6-pack child-resistant blisters. For cats, three 
different volumes will be marketed, 0.23-mC0.4-mL or 0.8-mL; 0.4-mL and 0.8-mL tubes will be 
placed in 4-pack and 6-pack blisters, but the 0.23-mL tubes will be packaged in 4-pack blister only. 
The child-reststant (CR) feature of the product packaging is the 4-pack and 6-pack blisters. The 
plastic tubes are not child-resistant. Moreover, the tubes will be distinctly color-coded by sizes. For 
the marketing of the Advantage® IGR 4-pack and 6-pack KISI blisters, Bayer HealthCare sought 
advice and concurrence from Dr. Rosalind Gross ofUSEPA (1 Q 2009), and subsequently completed 
the CRP testing for the 4-pack and 6-pack KISI blisters. These blisters passed the CRP testing, and 
the final reports for both cat and dog products were submitted to EPA for review in November 2009. 

3. SINGLE· TUBE PACKAGING FOR ADVANTAGE® IGR PRODUCTS FOR CATS AND 
DOGS 

Now, Bayer has decided to additionally market all Advantage® IGR products in single-tube 
packaging. We are proposing three single-tube packages, (three color-coded tube types) for~ 
(0.23-mL, 0.4-mL, and 0.8-mL) and four Slhgle-tube packages (four color-coded tube types) for dogs 
(0.4·mL, !.O·mL, 2.5·mL and 4.0·mL). 

Table 1. Single-Tube Packaging for Cats and Dogs 

Tube Size & Tube Size & 
Color Scheme for Cats Color Scheme for Dogs 

0.23 mL (Turquoise; Pantone 326C) 0.4 mL (Green; Pantone 346C) 
(EPA File Symbol11556-RLN) (EPA Reg. No. 11556-128) 

0< ' ' " .. 
0.4 mL (Orange; Pantone 157C) 1.0 mL (Turquoise; Pantone 31 !C) " ' 

(11556-RLR) (11556-125) ' ' ' ' 
0.8 mL (Purple; Pantone 264C) 2.5 mL (Red; Pant one ~97G)" ~-

eto ' 
(11556-RLE) (11556-127) ' ' ' e • c, c ~ c ,, "" 

.. 4.0 mL (Blue; Pantone 543q" ' ' (11556-130) ~ { { ~ < '' ' ' 
C{ 'c c ' 

{ { { { 

' ~ c { 

Page I of3 
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4. CALCULATION OF TOXIC DOSE 
The acute oral LD50 for this new product (M880 Insecticide formulation containing 9.0% imidacloprid 
and 0.48% pyriproxyfen) was determined to be 1,098 mg/kg for female rats.' This product meets the 
US EPA 40 CFR Part 157.22 requirements for child-resistant packaging according to the following 
toxicity criteria: {1) Toxicity criterion- the pesticide has an oral LD50 of 1.5 g/kg or Jess, and (2) Use 
criterion- The product's labeling either directly recommends residential use or reasonably can be 
interpreted to permit residential use. 

In Table 2, below, are given the number of tubes of each different size of this product a child weighing 
25 pounds (11.4kg) would have to ingest to reach a toxic dose (amount). "Toxic dose" for this 
product as defined in 40 CFR Part 157.22 and that confirmed by Dr. Rosalind Gross of US EPA is the 
acute oral LDso value. The LD50 value of 1,098 mg/kg (= 1.098 g/kg) for female rats was used in the 
supporting calculations. The density of the product, 1.092 g/mL, was also used in the suppm·ting 
calculations. A toxic dose of the Advantage® IGR formulation for a child (25lb = 11.4 kg) is 
calculated as 11.46 mL of Advantage® IGR product [i.e., (1.098 g/kg LD50 x 11.4 kg body weight)+ 
(1.092 g/mL density)= 11.46 mL]. 

Table 2. Tube Sizes, Number of Tubes as Toxic Dose for a Child, and Test Failure Criteria 

Advantage® IGR No. of Tubes* Constitute Test Failure Criteria 
Tube Size (mL) as Toxic Dose for a Child (#Tubes Accessed by a Child) 

0.23 50 (49.9) 9** 
0.4 29 (28.7) 9 
0.8 IS (14.4) 9 
1.0 I2 (11.5) 9 
2.5 5 (4.6) 5 
4.0 3 (2.9) 3 .. 

*Number m !he parentheSIS IS rounded off lo I he nexl h1gher mJeger. All lUbes are Single use only, whiCh means each tube 
conlenls are used as a single application. 
**Per EPA guidance, accessing a minimum of 9Iubes are recommended as the test failure crileria for child panel tesling 
when 2:: 9 tubes represent a !oxic dose for a child. 

5. REQUEST FOR A WAIVER OF THE REQUIREMENT FOR CRP PACKAGING OF 
SINGLE-TUBE PRODUCTS 

Based on the toxic dose calculations presented above, 11.46 mL of the formulation of 
Advantage® IGR represents. a "toxic dose" for a 25-lb child. Therefore, after evaluating the 
toxicity of the single-tube packaging proposed above, it became clearly evident that a.,singl~ 
tube of any of the 7 different sizes (or 0.23 mL to 4.0 mL formulation) would not appr6UCfi an 

' "' ,, 
acutely toxic dose for a child weighing 25 lb. Therefore, single-tubes for AdvantageQi I(IF'-
products for cats and dogs need not be placed in child-resistant packaging{GP.H) nor sho:.~ld 
there be any need for CRP testing of these presentations. However, based bn thd-advice.<f,·6fQ 
Dr. Rosalind Gross of the EPA to Bayer Representatives (Drs. Doug Spilker and'B2iiSf. Chop30tt;' 
telephone communication 1/13/1 0), this single-tube packaging would need to be p~~t!'~ctly diCfhcQt~in 
appearance from the CRP 4-pack and 6-pack KISI blisters mentioned above. , .. :, , 

' ' ' '" " • 
( (' ( 

1 
MRtD No. 47089411, "An AcUle Oral L050 Siudy in !he Rat with M880 lnsec1icide," EPA Guideline No. 870.I,IlJU,'B~yer 

Report No. 75922 (ID No. 23792), D. A. Eigenbcrg, 2007, 34 p. 

Page 2 of3 
H. M. ChofJode, 021011!0 
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CONCLUSION 
Bayer Healthcare, Animal Health Division, is requesting EPA to make the determination that 
single-tube presentations of all the aforementioned Advantage® IGR/Plus products 
(containing an identical formulation) are not subject to CRP requirements based on the 
justification given above. Furthermore, if the requested detennination is made, we 
acknowledge and agree to the condition for making the single-tube packaging distinctly 
different from the CRP 4-pack and 6-pack KISI blisters that are currently under review at the 
Agency, on the advice from Dr. Rosalind Gross of the EPA. 

' ' ' " 
~ c ( ' ( ' 
' < ' 
(' ' "'''' 

c < ' ' 

' ''' 
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Via Federal Express 

February I, 2010 

Office of Pesticide Programs (7504P)- Additional Data (NO REG FEE) 
U.S. Environmental Protection Agency 
Room S-4900, One Potomac Yard 
2777 South Crystal Drive 
Arlington, VA 22202-4501 

Attention: Ms. Rosalind Gross (Child-resistant Packaging) 
Registration Division 

Subject: Advantage Plus products for dogs 
(EPA Reg. Nos. 11556-125,-127,-128, -130) 
Submission of Additional Copies of Raw Data from previously 

submitted CRP reports 

Dear Ms. Gross: 

Reference is made to the your telephone request of Bayer Healthcare, 
Animal Health Division (R. Gross to D.A. Spilker/ H. Chopade, January 
13, 2010) regarding the need for resubmission of the raw data from the 
Child-Resistant packaging studies submitted for the pending actions (dated 
12nt2009) for Advantage Plus 10 for Dogs (EPA Reg. No. 11556-128), 
Advantage Plus 20 for dogs (11556·125), Advantage Plus 55 for Dogs 
(11556-127) and Advantage Plus 100 for Dogs (11556-130). 

As requested, please find enclosed two identical copies (CDs) of the 
requested data. A contents list of the files included is also enclosed. 

If you have any questions, please do not hesitate to call me at (913) 268-
2751. 

Ad~· plus CRP Add! CD EPA !tr0201 !O.doc 

Bayer Hea!thCare LLC 
Animal Health 
P.O. Box390 
Shawnee lvlisslon, KS 65201.Q390 
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Bayer Healthcare, Animal Health Division 
P.O.Box390 
Shawnee Mission, KS 66201 

Contents of CDs: 

( 

To identica1 additional copies of the raw data files from previously submitted CRP 
reports - Bayer Report Nos. 33717 - 33732 (see attached EPA correspondence). 

In support of pending actions for Advantage Plus for Dogs (EPA Reg. Nos. 11556-125,-
127, -128 and -130). 

@!I ~ ~ @I @1 @I k!1 
Gl29114a.dbf G129114C.dbf Gl29115e~.dbf G129115c.dbf Gl29116a.dbf Gl29116c.dbf Gl29117a.dbf 

lml ~ 1m] ~ li!jJ ~ f@l 
Gl29117c.dbf GI2911Ba.dbf GI2911Bcdbf Gl29119a.dbf Gl29119c.dbf GI2912Ga.dbf Gl29120c.dbf 

~ [§!I 
Gl29121a.dbf Gl29121c.dbf 

Das 02/0112010 
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Transmittal Document 

L Name and Address of Submitter 
Bayer HealthCare LLC 
Animal Health Division 
Box390 
Shawnee Mission, Kansas 6620I-0390 

Jr~ 
Douglas A. Spilker, Ph.D. 
Maoager, EPA Regulatory Affairs 
(913) 268-2751 

2. Regulatory Action in Which this Package is Submitted 
Data submitted to support revised label claim for Advantage® Plus I 00 for Dogs 
(EPA Reg. No. Il556-130) 

3. Transmittal Date 
December 7, 2009 

4. List of Submitted Studies: 
MRID No. Volume 

47832001 I 

47832002 2 

47832003 3 

47832004 4 

"Child-Resistaut Packaging (CRP) Child Panel Test of 
4 x 4.0 mL Advantage® IGR KISI Blisters for Dogs," 
40 CFR Par1157.20 and I6 CFR Par1 I700.20, 
L. M. Dixon, Report No. 33717, 54 p. 

"Child-Resistant Packaging (CRP) Senior Adult Panel 
Test of 4 x 4.0 mL Advantage® IGR KISI Blisters for 
Dogs," 40 CFR Par1 I57.20 and I6 CFR Par11700.20, 
L. M. Dixon, Report No. 33718, 250 p. 

"Child-Resistant Packaging (CRP) Child Paoel Test of 
6 x 4.0 mL Advantage® IGR KISI Blisters for Dogs," 
40 CFR Par1157.20 and 16 CFRPar1 I70020, 
L. M. Dixon, Report No. 33719, 56 p. 

"Child-Resistant Packaging (CRP) Senior Adult Panel 
Test of 6 x 4.0 mL Advantage® IGR KISI Blisters fur 
Dogs," 40 CFRPar1 I57.20 and I6 CFRPar1 I700.20, 
L. M. Dixon, Report No. 33720,246 p. 

Page I of I 
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Fw: Advantage Plus products for Dogs (EPA Reg. Nos. 11556-125, -127, -128, -130) -
Additional CRP Info 
Rosalind Gross to: Autumn Metzger 01/14/2010 04:48PM 

. -··-···· ..................... -- ------------------·- ---------------------·---·-· 
Could you please place a copy of this email and the attachment in the file jacket for EPA Reg. Nos. 
11556~125, ~127, ~128, ~130. Thanks. 
Rosalind Gross 
Registration Division 
One Potomac Yard 
Mail Code 7505P 
2777 S. Crystal Drive 
Arlington, VA 22202 
telephone 703~308~7368 
fax 703-308-9382 
cube7338 
email gross.rosalind@epa.gov 
----Forwarded by Rosalind Gross/DC/USEPA!US on 01/14/2010 04:46PM-----

Advantage Plus products for Dogs (EPA Reg. Nos. 11556-125, -127, 
-128, -130)- Additional CRP Info 

Doug Spilker to: Rosalind Gross 01/14/2010 04:10PM 

Cc: Kable Davis, Autumn Metzger, Harish Chopade 

Dear Ms. Gross, 
Reference is made to our telephone discussion yesterday, January 13, 2010, regarding the Child 
Resistant Packaging (CRP) testing as it relates to the subject products for dogs. In the aforementioned 
discussion, with our Dr. Chopade and me, you requested the submission of some additional clarifying 
information regarding the CRP testing with children and senior adults that we submitted on December 11, 
2009 to revise the packaging and respective use directions for these products. 

Please find attached a chart, as you requested, that cross references the study numbers, MRID numbers 
and EPA registration numbers, with additional information including: 

a) further detail, in addition to what is in the reports, as to what constituted a failure in both the child and 
adult tests, and 
b) further clarification as to the exact number of cards (blister packs) given in each of the trials. 
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We understand that the information presented in this form is adequate for your use, and will become a part 
of the official file for review. If you need anything further, please do not hesitate to call. 

Best regards, 

Doug 

Douglas A. Spilker, Ph.D. 
Manager- EPA Reg. Affairs 
BAYER HEALTHCARE LLC 
ANIMAL HEALTH 
Office: +1 913-268-2751 
Mobile: +1 816-506-3102 
Fax: +1 913-268-2135 
Email: doug.spilker.b@bayer.com 

Address: 
P.O. Box 390 
Shawnee Mission, KS 66201-0390 
Country: USA 

Bayer Animal Health "Protecting.Curing.Caring ... Together" 

The information contained in this e-mail Is for the exclusive use of the intended recipient(s) and may be confiden/ial, proprietary, 
and/or tega/ly privileged. Inadvertent disclosure of /his message does no/ consti/ule a waiver of any privilege. If you receive this 
message in error, please do not directly or indirectly use, print, copy, forward, ordisctose any part of /his message. Please also 
delete /his e-mail and at/ copies and no/ify the sender. Thank you. 

htto:l/baverdisclaimer.bayerweb.com 

Advantage IGA Dog· CAP lnlo 1·14-10.pdf 
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PRIA 2-21 Day Content Screen Review Worksheet 
(EP A/OPP Use Only) 

3!23109 
21 DayScreenStartDate: I L -;(- 0 9 / 
Experts In-Processing Signature: t"1 F !lr.M./f FJV&. 7P/ Date Jt -J.>-0 9' Fee Paid: Yes::L 
Division management contacted on issues No Yes Date 

EPA Reg. Number: II 5:'5' C.- /1. ?; EPA Receipt Date: 1?..-11- 0 c; 
Items for Review Yes No N!A* 

1 
Application Form (EPA Form 8570-1 )Oink to fom1) signed & complete 

X including package type 

Confidential Statement of Formula all boxes completed, form signed, and X dated (EPA Form 8570-4) (Link to form) 
2 

a) All inerts (link to http://www.epa.gov/opprdOOllinerts/), yes no 
including fragrances, approved for the proposed uses (see 
Footnote A) 

3 
Certification with Respect to Citation of Data (EPA Form 8570-34) (Link to ;( form) completed and signed (N/A if 100% repack) 

Certificate and data matrix consistent )( 
If applicant is relying on data that are compensable, is the offer yes no 

to pay statement included. (see Footnote B) 

If applicable, is there a letter of Authorization for exclusive use only. 
Formulator's Exemption Statement (EPA Form 8570-27) (Link to fonn) 

)( 4 completed and signed (N/A if source is unregistered or applicant owns the 
technical) 

Data Matrix (EPA Form 8570-35) (Link to fonn) both internal and external 

X copies (PR 98-5) (Link to PR 98-5) completed and signed (N/A iflOO% 
repack) 

yes no } .·-· _; .;- .,,_. ' 

5 
a) Selective Method (Fee category experts use) )(' .. 

- --- :-" . 
' 

.. 
b) Cite-All (Fee category experts use) ' .. ' 

' 

c) Applicant owns all data (Fee category experts use) !i i .•... · •...... ' . ,• 

5 Copies of Label (link to httQ://www.eQa.gov/oQQfeadl/labeling/lrm[) 
6 (Electronic labels on CD are encouraged and guidance is available)( linl{ to )( http://www.epa.gov/pesticides/regufating/registering/submissions/index.htm#labels 

ll 

I 
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7 Is the data package consistent with PR Notice 86-5 (link to PRN 86-5) K 
Notice of Filing (link to 

8 httn://www.ena.gov/nesticideslregulatingltolerance I!etitions.htm) included x with petitions (link to 
htto://www.epa.eov/pesticides/reeulatinR/tolerances.htm) 

9 
If applicable for conventional applications, reduced risk rationale (link to >< http://w"1nv.epa.gov/opprd001/workplan/reducedriskhtml) 

Required Data (link to 
htto :/ /~V\V'tV .eJ!a. gov/yesti ci des/regulatine:/ data reguirements.htm) andfor 
data waivers. See Footnote C. 

a) List study (or studies) not included with application 

10 

2 
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Comments: 

C<""'l'iflcA-rlor' 
~e&l s ·!Jet},__,..,.- tvA 5 

J</J6/o9. ct>}'l-ri\Ci'OD 1 Ar'D 5opp Lie' D -n>e' f'O""M o,_l 

f"'f(r(j Lf7 323 

* N/A- Not Applicable 

Footnotes 

A. During the 21 day initial content review, all CSFs will be reviewed to determine 
whether all inerts listed, including fragrances, are approved for the proposed uses. If an 
unapproved inert is identified, the applicant must either 1) resolve the inert issue by, for 
example, removing the inert, substituting it with an approved inert, submitting 
documentation that EPA approved the inert for the proposed pesticidal uses, correcting 
mistakes on the CSF, etc. or 2) provide the data to support OPP approval of the inert or 3) 
withdraw the application. Removing or substituting an inert ingredient will require a new 
CSF and may require submission of data. All infonnation. forms, data and 
documentation resolving the inert issue must have been received by the Agency or the 
application withdrawn within the 21 day period. otherwise. the Agency will reject the 
application as described below. 

To successfully complete this aspect of the 21 day initial content screen, applicants are 
strongly encouraged to verify that all inert ingredients have been approved for the 
application's uses even if a product is currently registered by consulting the inert Web 

3 
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site [link to http://www.epa.gov/opprdOOl/ineJ.ts!lists.html] and 1fthe inert is not 
approved, to obtain the necessary inert approval prior to submitting an application 
to register a pesticide product containing that inert ingredient. Some inert 
ingredients are no longer approved for food uses or certain types of uses. The name 
and/or CAS number on a CSF 'must match the name and CAS number on this web site. 
Simple typographical errors in the name or CAS number have resulted in processing 
delays. 

If an inert is not listed on the inert ingredient web site and the applicant believes that the 
inert has been approved, the applicant should contact the Inert Ingredient Assessment 
Branch (IIAB) at inertsbranch@epa.gov and resolve the issue. Copies of the 
correspondence with IIAB resolving the issue should accompany the application. All 
new inerts except PIP inerts are reviewed by IIAB. The IIAB should also be contacted 
for any questions on what supporting data needs to be submitted for and the Agency's 
inert review process. Questions on PIP inerts should be directed to the Chief of 
Microbial Pesticides Branch [Link to 
htto://www.epa.gov/oppbppdl/biopesticides/contacts bppd.htm]. 

When a brand, trade, or proprietary name of an inert ingredient is listed on a CSF, 
additional information such as an alternate name of the inert, CAS number or other 
information [link to http://www.epa.gov/ooordOOl/inertsftips.pdfl must also be included 
to enable the Agency to determine if it has been approved. Each component of an inert 
mixture (including a fragrance) must be identified. In some cases, the supplier of the 
mixture or fragrance may need to provide this information to the Agency. Prior to the 
Agency's receipt of an application, applicants must arrange with a proprietary mixture or 
fragrance supplier to provide the component information to the Agency or promptly ulX'n 
EPA's request. If the inert ingredients in a proprietary blend (including fragrances) 
cannot or are not identified or provided within the 21-day content review period, the 
Agency will reject the application. 

During the 21 day content review, applicants should submit information to the individual 
identified by the Agency when the applicant is informed of an unapproved inert. 

Unapproved Inerts Identified on CSFs 

All applications except conventional new products and PIPs 

Once an unapproved inert is identified on a CSF, the Agency will contact the 
applicant with the following options: 

1. Correct the application by, for instance, correcting the inert's identity or CAS 
number, providing documentation that the inert has been approved, or 
removing the unapproved inert from the CSF or replacing it with one that is 
approved for the application's uses; or 

2. Submit the information and data needed for the Agency to approve the 
unapproved inert If this option is selected and implemented, the Agency may 
request an extension in the PRIA decision review timeframe to accommodate 
the inert review/approval process; 

4 

185



( ( 
3. Withdraw the application (the Agency retains 25% ot the full fee for the fee 

category estimated); or 

If none of these options is selected and implemented by the applicant within the 
21 day content review period, the Agency will reject the application and retain 
25% of the full fee ofthe category identified. 

Conventional New Product Applications 

When the Registration Division identifies an unapproved inert on a CSF with an 
application for a new product that the applicant has not identified as requiring an 
inert approval (R311, R312 or R313), it will contact the applicant with the 
following·options: 

1. Correct the application by, for instance, correcting the inert's identity or CAS 
number, providing documentation that the inert has been approved, or 
removing the unapproved inert from the CSF or replacing it with one that is 
approved for the application's uses; or 

2. Submit the information and data needed for the Agency to approve the 
unapproved inert, including any required petition to establish or amend a 
tolerance or exemption from a tolerance. (This option may change the PRIA 
category for the application, which could require a longer decision review 
time and a larger fee. If additional fees are due, they must be received by the 
Agency within the 21 day content review period.) 

3. Withdraw the application (the Agency retains 25% of the full fee for the fee 
category estimated); or 

If none of the above options is selected and implemented during the 21-day 
content-review period, the Agency will reject the application and retain 25% of 
the appropriate fee for the new product-inert approval category. 

PIP Applications 

When the Biopesticide and Pollution Prevention Division identifies an 
unapproved inert on a PIP CSF and a request to approve the inert does not 
accompany the application, it will contact the applicant with the following 
options: 

I. Correct the application by, for instance, correcting the spelling or name of the 
inert to that :in 40 CFR 174, or providing documentation that the inert has been 
approved; or 

2. Submit the information and data needed for the Agency to approve the 
unapproved inert. If an inert ingredient tolerance exemption petition is 
required, the petition must be received by the Agency and the B903 fee paid 
within the 21 day period. If this option is selected and implemented, the 
Agency will discuss hannonizing the timefrarne for both actions. 

5 
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3. Withdraw the application (the Agency retains 25% of the full fee for the fee 
category estimated); or 

If none of the above options is selected and implemented during the 21 day 
content review period, the Agency will reject the application and retain 25% of 
the fee. 

B. A policy on documentation of offers to pay is still being developed, however, for a 
me· too or fast track (similar/identical) new product, R300 or A530, an application 
without the necessary authorizations of offers to pay will be placed into either R301 or 
A531. The Agency recommends that authorizations of offers to pay be submitted with 
other PRIA applications to avoid delays in the Agency's decision. 

C. Biopesticide applicants are advised to contact the Agency and discuss study waivers 
prior to submitting their application to the Agency. Documentation of such discussions 
should be submitted with the study waiver. 

6 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON, D.C. 20460 

BAYER HEALTH CARE LLC 
ANIMAL HEALTH DIVISION 
PO Box 390 

December 17, 2009 

SHAWNEE MISSION, KS 6620 l-0390 

Report of Analysis for Compliance with PR Notice 86-5 

OFFICE OF 
PREVENTION, PESTICIDES ANO 

TOXIC SUBSTANCES 

Thank you for your submittal of 11-DEC-09. Our staff has completed a preliminary 
analysis of the material. The results are provided as follows: 

Your submittal was found to be in full compliance with the standards for submission of 
data contained in PR Notice 86-5. A copy of your bibliography is enclosed, annotated with 
Master Record ID's (MRIDs) assigned to each document submitted. Please use these numbers in 
all future references to these documents. Thank you for your cooperation. lf you have any 
questions concerning this data submission, please raise them with the cognizant Product 
Manager, to whom the data have been released. 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON, D.C. 20460 

December 15,2009 

OPP Decision Number: D-424618 
EPA File Symbol or Registration Number: 11556-128 
Product Name: Advantage Plus 10 for Dogs 
EPA Receipt Date: 11-Dec-2009 
EPA Company Number: 11556 
Company Name: BAYER HEAL THCARE LLC 

DOUGLAS A. SPILKER, PH.D. 
BAYER HEALTHCARE LLC 
ANIMAL HEALTH DIVISION 
PO Box 390 
SHAWNEE MISSION, KS 66201-0390 

OFFICE OF 
PREVENTION, PESTICIDES AND 

TOXIC SUBSTANCES 

SUBJECT: Receipt of Registration Amendment Subject to Registration Service Fee 

Dear Registrant: 

The Office of Pesticide Programs has received your amendment and certification of 
payment. If you submitted data with this application, the results of the PRN-86-5 screen will be 
communicated separately. During the administrative screen, the Office of Pesticide Programs 
has determined that this Action is subject to a Pesticide Registration Service Fee as defined in 
the Pesticide Registration Improvement Act. 

The Action has been identified as Action Code: R340 

NON-FAST-TRACK (INCLUDES CHANGES TO PRECAUTIONARY LABEL 
STATEMENTS;SOURCE CHANGES TO AN UNREGISTERED SOURCE); 

No additional payment is due at this time. 

If you have any questions, please contact the Pesticide Registration Service Fee 
Ombudsman at (703) 305-6249. 

Sincerely, C) 

1'~~ 
Front End Processing Staff 
Information Technology & Resources Management Division 
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IFee for Service! 

This package includes the following for Division 

0 New Registration 0 AD 

®Amendment 
0 BPPD 

®RD 
~stu?ies? o Fee Waiver? 

Risk Mgr. 
0 volpay % Reduction: 

" 

Receipt No. s-1 863995 

EPA File Symbol/Reg. No. I 11556-128 

Pin-Punch Date: I 12/11/2009 

D This item is NOT subject to FFS action. 

;W 
{863995'-

OJ 

I 
I 
I 

Actiurreocte. Parent/Child Decisions: 

Requested: I~"SL{O I 
Granted: I ~~LLO I 

GC 

Amount Due: $ 3, Lj'-\L[,-
' 

[§] _Inert Cle,;yrd~or Intended Use, [JJ 

Rev1ewer:~ ~ 
Remarks: 

Uncleared Inert in Product 

Date: \?-.-\S-a" 
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Pay.gov- Online Payment 
( 

Online Payment 

Online Payment 
Step 3: Confirm Payment 

Thank you. 
Your transaction has been successfully completed. 

Pay .gov Tracking Information 

Application Name: PRIA Service Fees 

Pay.gov Tracking ID: 2502SONG 

Agency Tracking ID: 74091225841 

Transaction Date and Time: 12/0212009 15:07 EST 

Payment Summary 

Address Information 

Account Douglas A. Spilker 
Holder Name: 

Billing 12707 Shawnee 
Address: Mission Parkway 

Billing Bayer Animal 
Address 2: Health 

City: Shawnee 

S~te I KS 
Provmce: 

Zip 1 Postal66216-1846 
Code: 

Country: USA 

Account Information 

Card Type: Master Card 
Card Number: "**"**"**-*0576 

Decision 
Number: 

Registrati~\ 
Numbe~ 

Company Bayer HealthCare 
Name: LLC, AH 

Company 11556 Number: 

Action Code: R340 

Page 1 of! 

il213 

Payment Information 

Payment Amount: $3,444.00 

Transaction Date 12/0212009 
and Time: 15:07 EST 

< 
< < < 

' 
< 

< H 

< 

« ' 

< ' 

<O< 

httos://www.oav.gov/oavgov/oavments/authorizePlasticCardPavment.html 12/2/2009 
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Pfe116e ,..d lr~~~oltll on ,.v.ne befo,. comtHeum form. Fonn ADoroved. OMR No. 2070-0080 
( ( I PrinfForm l 

United Stcta11 ~ Registration OPP ldentifior Number 

&EPA Environmental Protection Agency Amendment 
Wutjngtcn, DC 20460 Other 

Application for Pesticide ~ Section I 
l. Compeny/Product Number 2. EPA Product Maneger 3, Propceed Claulflcatlon 
11556·128 Venus Eagle 

4. Company/Product !Nome) PMI 
0Ncno D Restrict~ 

Advantage Plus 1 Ofor Dogs 01 

5. Nama and Addto" of Applicant {Include ZIP Codr~) 6. Expedited Review. In accordance with FIFRA Section 31c)[3J 

Bayer HealthCare LLC Animal Health Division lbJ[i), my product is similar or identical in composition and labeling 

P.O. Box390 to: 

Shawnee Mission, KS 66201-0390 " EPA Reg. No, 

D Check if thi$ i.s a new addrfiSS Product Name 

Section -II 

~ Amendment- EXplain below. D Final printed labolt in rospcnea to 
Agency letter doted 

D Raeubmlaaion In response to Agency letter doted D "Me Too" Applicatien. 

D Notlficetlen- Explain below. ~ Other- Explain below. 

Explanation: Uae ~ditional pegelallf necoasary. !For saction I and Snction II.) 

Application for amendment of current product registration; Proposed Fee Category: R340- Amendment requiring data review within RD 
only; CRP packaging studies. Fee category recommended by V. Eagle (PM01). See attachment (4pp.) for more information. 
(Pay.gov Tracking ID 2S02SONG; Agency Tracking ID 74091225841] Contact: doug.spilker.b@bayer.com 

Section • Ill 
1. Materiel Thle Product Will Ba PaekaQ'fld In: 

Child·Re•istant Peckaging Unit Packaging Water Soluble Packeging 2. Type of Container tj v ... lav .. ~ 
y, ~Mot> No No No 

Plaetic 
Gleee 

• Csrtification must lf"Y"" No. per If "Vas" No. per Paper 
Unit Packaging wgt. container Package wgt centalnar Other !Specify) 

bB :submiftBd 

3. Locatlcn of Nat Contenla Information 4. Slzals} Reteil Container 5. Locetion of Lebel Oiroctiona 

18] 0 Conr-ln•r 4/6-0.4 ml tube li3 On Lebel 
Lab. On Labeling accempenying product 

6. M•nnor in Which Lllbel i• Affixed to Product 
~ 

Lithcgraph ~ Other See attachment 
Pap.r ~lued 
Stenci ed 

Section ~IV 
1. Contect Point )Complatll ftttms directly bt~low for idonrifiClltion of individual ro b• contacted, if nec11nary, ro proca$$ this appHcetfoo.l 

'"'"" .. " 

No~ litla T•laphono No~ !Include Area Code) 
Douglas A. Spilker, Ph.D. Manager, EPA Reg. Affairs 913-268-27S~Ic ~ ' ' 

'"'"'-' • r ' " 
Certification ' ' ' 6. Dete ;::.pplicatien 

' ' ' 
I certify that the statemant11l havo made on this fonn and all attachmants thorato are true, accurate and co~lote. " Rlcelvcd 

< 0 c c ~ .. 
I •cknowledge that eny kncwingly felta or misleading statement may be punishebla by fine or imprisonment Of~ .. ~~ '(Stamped) 
both under applicllblelaw. ' ' " ' ' " <' < <-

2. Signature/(~ -4/-L£4._ 
3. Titl• .. < < < < ' 

' ' ' ' ' 
Manager, EPA Reg. Affairs « < < < <' < < 

' ' ' 
< ' < ' 

4. Typed Nam• (/ 5. Oat• ' " 
fk__ ' ' ' 

Douglas A. Spilker, Ph.D. 7 2cnr<f ,, '< 

. .. EPA Form 8570 1 [Rev. B-94} Pre111ous edctccns 11re obsolete. White • EPA Fllto Copy lotlglnal) Yellow -Applicant Copy 
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Bayer Health Care, Animal Health Division 
Advantage Plus 10 for Dogs 

EPA Form 8570-1 , Page 1 of 4 

EPA Reg. No. 11556-128 
December 7, 2009 

Attachment to: 
OPP APPLICATION FOR PESTICIDE- AMENDMENT 

Section II- Explanation: 

Bayer Health Care, Animal Health Division, is proposing to revise the claims on the 
labels of Advantage Plus 10 for Dogs (EPA Reg. No. 11556-128) to revise the opening 
instructions and make minor label updates and modifications both desired by Bayer and 
recommended or permitted by the Agency. As the Agency's files will show, because the 
acute oral toxicity value for the product formulation was below the 1500 mglkg "trigger," 
and because this is a residential use, the products must be marketed in Child-Resistant 
Packaging (CRP). We currently have acceptable CRP packaging data on file with the 
Agency (and the respective CRP Certification letters), but it is our desire to replace the 
current packaging with a different CRP packaging material. We chose to revise the 
opening instructions at the same time. These new opening instructions were used in the 
enclosed CRP testing studies (Bayer Reports 33729, 33730, 33731, and 33732). The 
respective studies being submitted for review, and all other reports being cited to support 
this registration are itemized in the enclosed Data Matrix, dated December 7, 2009. 

Enclosed for the Agency's acceptance are five (5) copies of the revised draft labels, dated 
December 7, 2009, for Advantage Plus 10 for Dogs, EPA Reg. No. 11556-128. Enclosed 
is an identical copy of the aforementioned draft label, with the respective revisions 
highlighted for the Agency's convenience. The enclosed draft labeling has been revised 
from previous draft labeling versions to remove redundancy, but has the identical text as 
accepted by the Agency on September 18, 2007 (date of draft 9/17/2007; see Appendix 
1), with the following changes: 

A. General Format: 
1) The label has been reformatted and consolidated to reduce redundancy. 
2) The marketing claims have been moved from the front (pages 1 and 2) 

to pages 6 and 7 of draft labeling. 

B. Page 1: 
1) Addition of the word "weighing" in front of weight limitation in 

product description. 
2) Addition of EPA Registration No. and Establishment No. 

< , 

3) Deletion of the CAS numbers from the listing of active ingredierH's<iri < 
the ingredient statement. As described on Page 5-3 of the I.tr.Qel- ~ 

Review Manual, EPA will pennit the use of common~nz.t:;rq.;; for 'each< 
ingredient; the current label reflects this guidance.~ Hbv.'-ever,< th'e, 
inclusion of the CAS number on the label is ''<H}lj: an EFA'' 
recommendation, and due to space considerations on the":in~al prig!.~c;l~,._ 
labeling, we prefer the CAS numbers not be included on 'LltiS label.' 

4) Addition of phrase "See back panel for First Aid." •; • <" 

Advantage Plus lO AppAll l20709.doc 

' ' ' < 

, 
"' 
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Bayer Health Care, Animal Health Division 
Advantage Plus 10 for Dogs 

EPA Form 8570-1, Page 2 of 4 

EPA Reg. No. 11556-128 
December 7, 2009 

C. Page 2: 
1) Addition of the first sentence under "First Aid" stating: "Have the 

product container or label with you when calling a poison control 
center or doctor, or going for treatment." 

D. Page 3: 
1) Replacement of the entire "HOW TO OPEN" section with new 

opening directions. As the Agency will recall, because the acute oral 
toxicity value for the formulation was below the 1500 mglkg "trigger," 
and because this is a residential use, the products must be marketed in 
Child-Resistant Packaging (CRP). These new opening instructions 
were used in the enclosed new CRP testing studies (Bayer Reports 
33729,33730,33731, and 33732). 

For the previous products, the CRP packaging was made of PVC and 
the respective child and adult testing data were found acceptable to the 
Agency. The proposed products will be produced in KISI blisters. The 
packaging material scheme for the proposed registrations is similar, 
and the CRP testing data for the various sizes are enclosed. The 
testing design to satisfy the requirements for all product presentations 
was developed with the agreement of the Agency's expert, 
Dr. Rosalind Gross (see Appendix 2). A CRP certification letter is also 
enclosed. 

With regard to the overall CRP testing of the various packaging 
configurations, Bayer is aware ofPR Notice 97-9 regarding the 
electronic submission of CRP test data, and therefore these data have 
been prepared appropriately and are included on a CD. 

2) Removal of the graphics from the draft labeling that depicts how to 
open the applicator tube and graphics depicting application to the 
animal. A placeholder statement appears in both spots instead, to 
indicate that these graphics will appear on the final printed labeling. 
According to the Label Review Manual (16-1) "Graphics or symbols 
in addition to written text are permitted on pesticide product labels if 
they are accompanied by explanatory text. .. " We currently have EPA
accepted explanatory text that appropriately describes these processes. 
We intend to include the respective graphics on the final printed 
labeling, but request this change to allow flexibility in our ability to 
update the graphics in subsequent printings. We will follow all Agency 
guidelines on this subject, as outlined in the Label Review Manual, 
and will submit Final Printed Labeling with these graphics as new 
product is produced. 

Advantage Plus 10 App Au 120709.doc 
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Bayer HealthCare, Animaf Health Division 
Advantage Plus 1 a for Dogs 

EPA Form 8570-1, Page 3 of 4 

EPA Reg. No. 11556-128 
December 7, 2009 

3) Revision of third sentence of bullet 6: 

E. Page 4: 

From: "Place the tip of tube on the skin and squeeze the tube twice to 
expel the entire contents of the tube directly on the skin." 

To: "Place the tip of tube on the skin and squeeze the tube to expel the 
entire contents of the tube directly on the skin." 

It is our contention that the user should determine the number of times 
necessary to expel the entire contents of the tube. 

I) Addition of sub-heading entitled "GENERAL INFORMATION." 
2) As instructed by the Agency for our other spot-on products, the 

retreatment instructions were moved from the GENERAL 
INFORMATION section (see previous label draft, page 9 of 10) to the 
more approp1iate "HOW TO APPLY" section, and appear as bullet 
No. 8. This bulleted section also has the new introductory statement 
"Under normal conditions the product is effective for a month." 

3) Addition of the phrase "flea bite hypersensitivity" which is 
synonymous with "flea allergy dermatitis," a claim already accepted 
by the Agency. 

4) As instructed by the Agency for our other spot-on products, revision of 
label text (paragraph 2 under "GENERAL INFORMATION") to 
remove the "98-100%" figure and change word "pet" to read "dogs." 

5) Addition of a statement under "GENERAL INFORMATION" 
referring to lice control. This is not a new claim, we are just 
incorporating additional explanatory language about the pest in the 
text portion of the label. This claim previously only appeared in the 
marketing claims area of the label. 

6) In sixth (6'h) paragraph under GENERAL INFORMATION, change 
word "efficacious" to the synonym "effective." 

7) Revision of "STORAGE AND DISPOSAL" section according to PR 
Notice 2007-4. 

F. Page 5: 

1) Revision of the address block to include a more complete registrant 
address; revision based on guidance from EPA Website- "Pesticide 
Label Question & Answers, No. 14; Name & Address Issues." 

Adva11tagc Plus 10 App Att 120709.doc 
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Bayer Health Care, Animal Health Division 
Advantage Plus 10 for Dogs 
EPA Reg. No. 11556-128 
December 7, 2009 

G. Page 6- OPTIONAL MARKETING CLAIMS: 

( 
EPA Form 8570-1, Page 4 of 4 

1) Removal of the bulleted statement that reads "Available only through 
licensed practicing veterinarians" to make the packaging more 
accurate as to how our products are distributed. 

2) As instmcted by the Agency for our other spot-on products, removal of 
the "Canine Vector Bome Disease" claim and"% control" figure. 

3) Minor word revision of cmTently accepted claims and inclusion of 
additional ways of describing the effectiveness and pesticidal 
properties of the product. See highlighted areas of the draft label. 

Advantage Plus 10 App Att 120709.doc 

196



Bayer HealthCare 
Animal Health 

Via Federal Express 

December 7, 2009 

Document Processing Desk (REG FEE) 
Office of Pesticide Programs (7504P) 
U.S. Environmental Protection Agency 
Room S-4900, One Potomac Yard 
2777 South Crystal Drive 
Arlington, VA 22202-4501 

Attention: Ms. Venus Eagle 
Registration Division 

Subject: Applications for Amendment of the Registrations of: 

Advantage® Plus /Ofor Dogs (EPA Reg No. 11556-!28) 
Advantage®P/us 20 for Dogs (EPA Reg. No. 11556-125) 
Advantage® Plus 55 for Dogs (EPA Reg. No. 11556-127) 
Advantage" Pius !DO for Dogs (EPA Reg. No. /1556··130) 

Dear Ms. Eagle: 

( 

Enclosed with this cover letter are applications for amendment of the 
registration of four (4) companion animal spot-on products, named 
Advantage• Pius 10for Dogs (EPA Reg No. 11556-128}, Advantage" Plus 
20for Dogs (11556-125). Advantage® Plus 55 .for Dogs (11556-127) and 
Advantage® Plus 100for Dogs (11556-/30), as well as all the appropriate 
supporting documents and data. The purpose of this cover letter is to 
provide an explanatory overview of the submisslon which may aid in the 
processing of the enclosed information and respective registration 
applications. 

Purpose of Registration Action: Bayer Health Care, Animal Health 
Division, is proposing to revise the claims on the labels of the four 

x:moiijfletters1EPA AdvantagePius DOgs 2009 Dec,doc 

Bayer HealthCare LLC 
Animal Health 
P.O. Box390 
Shawnee Mission, KS 66201-0390 
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Ms. Venus Eagle 
Document Processing Desk (REGFEE) 
Office of Pesticide Programs (7504P) 
U.S. Environmental Protection Agency 

( 

Page2 
December 7, 2009 

Advantage Plus for Dogs products to change the opening instructions and 
make minor label updates and modifications both desired by Bayer and 
recommended or permitted by the Agency. To change the opening 
instructions, additional Child Resistant Packaging studies were conducted 
and are enclosed for Agency review. 

Child Resistant Packaging Testing: As the Agency's files will show, 
because the acute oral toxicity value for the product formulation is below 
the 1500 mglkg "trigger," and because this is a residential use, the 
products must be marketed in Child-Resistant Packaging (CRP). We 
currently have acceptable CRP packaging data on file with the Agency 
(and the respective CRP Certification letters), but it is our desire to replace 
the current packaging with a different CRP packaging material. We chose 
to revise the opening instructions at the same time. These new opening 
instructions were used in the enclosed CRP testing studies. The testing 
design to satisfy the requirements for all product presentations was 
developed with the agreement of the Agency's expert, Dr. Rosalind Gross. 

With regard to the overall CRP testing of the various packaging 
configurations, Bayer is aware ofPR Notice 97-9 regarding the electronic 
submission of CRP test data, and therefore these data have been prepared 
appropriately and are included on CDs. CRP certification letters are also 
enclosed. 

Packaging: The revised packaging for the products will be identical to the 
packaging used with the currently registered Advantage® products for dogs 
(EPA Reg. Nos. l1556-ll7, -119, 120, and -122) except that the tubes 
will be in a Child-Resistant blister. The packaging for the products will 
consist of a cardboard box with all appropriate label text except for the full 
directions for use. Inside the box will be a leaflet containing all the label 
text. Also inside the box will be a CRP blister package containing either 4 
or 6 tubes of the appropriate size. CRP testing was done on both the 4-
and 6-pack configurations of each product. 

Label Modifications: The enclosed draft labeling, date of draft 12/07/09, 
has been revised from previous draft labeling versions (date of draft 
9/17/2007) to remove redundancy, to change the opening instructions, and 
make minor label updates and modifications both desired by Bayer and 
recommended or permitted by the Agency. See Amendment attachments 
for detailed information. Enclosed is an identical copy of the 
aforementioned draft label, with the respective revisions highlighted for 

x:moiijllettersiEPA AdvantageP!us Dogs 2009 Dec.doc 
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Ms. Venus Eagle 
Document Processing Desk (REGFEE) 
Office ofPesticide Programs (7504P) 
U.S. Environmental Protection Agency 

I 
Page 3 
December 7, 2009 

the Agency's convenience. Although we are proposing minor 
modifications to the labels, these changes are minor and do not warrant 
nor require any additional data. Therefore, no additional data are enclosed 
beyond those required for CRP certification. 

I hope this overview cover letter is helpful in processing the attached 
applications. If you have any questions, please do not hesitate to call me 
at (913) 268-2751. 

Sincerely, 

vWt~~ 
Douglas A~er. Ph. D. 
Manager, EPA Regulatory Affairs 
Dou2..Spilker.b@Bayer.corn 

DAS/lt 

Enclosures 

x:moiijflettcrs/EPA Advantage Plus Dogs 2009 Dcc.d01.: 
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Document Processing Desk (REGFEE) 
Office of Pesticide Programs (7504P) 
U.S. Environmental Protection Agency 
Room S-4900, One Potomac Yard 
2777 South Crystal Drive 
Arlington, VA 22202-4501 

Enclosures: 

Advantage Plus 10 for Dogs 

o I copy proof ofPRIA payment 
• I copy Advantage Plus 10 for Dogs Application for Pesticide Registration with 

Application Attachment and two Appendices: 
Appendix 1- Advantage Plus 10 for Dogs Registration Notice 
Appendix 2 - CRP Correspondence 

o 5 copies draft labels, date of draft 12/07/09 
o I copy draft label, date of draft 12/07/09 (highlighted) 
• 1 copy CRP Certification letter 
• I copy data matrix (confidential) 
• 1 copy public data matrix 
• 3 copies data transmittal document 
o 3 copies Bayer Report No. 33729 (Child Resistant Packaging Study; 4-pack/child) 
o 3 copies Bayer Report No. 33730 (Child Resistant Packaging Study; 4-pack/adult) 
o 3 copies Bayer Report No. 33731 (Child Resistant Packaging Study; 6-pack/child) 
o 3 copies Bayer Report No. 33732 (Child Resistant Packaging Study; 6-pack/adult) 
• 1 copy CD transmittal document 
o I CD (electronic data file) for Bayer Report No. 33729 
o I CD (electronic data file) for Bayer Report No. 33730 
• I CD (electronic data file) for Bayer Report No. 33 731 
• I CD (electronic data file) for Bayer Report No. 33732 

Advantage Plus 20 for Dogs 

o I copy proof ofPRIA payment 
• 1 copy Advantage Plus 20 for Dogs Application for Pesticide Registration wie1 

Application Attachment and two Appendices: 
Appendix 1 -Advantage Plus 20 for Dogs Registration Notice 
Appendix 2- CRP Correspondence 

o 5 copies draft labels, date of draft 12/07/09 
o I copy draft label, date of draft 12/07/09 (highlighted) 

x:moiij/letters/EPA AdvantagePius Dogs 2009 Dec. doc 
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• 1 copy CRP Certification letter 
• I copy data matrix (confidential) 
• 1 copy public data matrix 
• 3 copies data transmittal document 
o 3 copies Bayer Report No. 33725 (Child Resistant Packaging Study; 4-pack/child) 
• 3 copies Bayer Report No. 33726 (Child Resistant Packaging Study; 4-pack/adult) 
• 3 copies Bayer Report No. 33727 (Child Resistant Packaging Study; 6-pack/child) 
o 3 copies Bayer Report No. 33728 (Child Resistant Packaging Study; 6-packladult) 
• 1 copy CD transmittal document 
o 1 CD (electronic data file) for Bayer Report No. 33725 
o 1 CD (electronic data file) for Bayer Report No. 33726 
o I CD (electronic data file) for Bayer Report No. 33727 
o 1 CD (electronic data file) for Bayer Report No. 33728 

Advantage Plus 55 for Dogs 

• 1 copy proof ofPRJA payment 
• I copy Advantage Plus 55 for Dogs Application for Pesticide Registration with 

Application Attachment and two Appendices: 
Appendix 1 -Advantage Plus 55 for Dogs Registration Notice 
Appendix 2- CRP Correspondence 

• 5 copies draft labels, date of draft 12/07/09 
• 1 copy draft label, date of draft 12/07/09 (highlighted) 
• 1 copy CRP Certification letter 
• 1 copy data matrix (confidential) 
• 1 copy public data matrix 
• 3 copies data transmittal document 
• 3 copies Bayer Report No. 33721 (Child Resistant Packaging Study; 4-pack/child) 
o 3 copies Bayer Report No. 33722 (Child Resistant Packaging Study; 4-packladult) 
• 3 copies Bayer Report No. 33723(Child Resistant Packaging Study; 6-packlchild) 
• 3 copies Bayer Report No. 33724(Child Resistant Packaging Study; 6-pack/acult) 
• 1 copy CD transmittal document 
• I CD (electronic data file) for Bayer Report No. 33721 
• 1 CD (electronic data file) for Bayer Report No. 33722 
• 1 CD (electronic data file) for Bayer Report No. 33723 
• 1 CD (electronic data file) for Bayer Report No. 33724 

x:moiijfletters/EPA Advantage Plus Dogs 2009 Dec.doc 

201



Transmittal Document 

1. Name and Address of Submitter 
Bayer HealthCare LLC 
Animal Health Division 
Box 390 

Mission, Kansas 66201-0390 

Douglas A. Spilker, Ph.D. 
Manager, EPA Regulatory Affairs 
(913) 268-2751 

2. Regulatory Action in Which this Package is Submitted 
Data submitted to support revised label claim for Advantage"' Plus 10 for Dogs 
(EPA Reg. No. 11556-128) 

3. Transmittal Date 
December 7, 2009 

4. List of Submitted Studies: 
MRIDNo. Volume 

47932301 1 

47932302 2 

47932303 3 

47932304 4 

"Child-Resistant Packaging (CRP) Child Panel Test of 
4 x 0.40 mL Advantage® IGR KlSI Blisters for 
Dogs," 40 CFR Part 157.20 and 16 CFR Part 1700.20, 
L. M. Dixon, Report No. 33729, 58 p. 

"Child-Resistant Packaging (CRP) Senior Adult Panel 
Test of 4 x 0.40 mL Advantage® IGR KISI Blisters 
for Dogs," 40 CFR Part 157.20 and 16 CFR Part 
1700.20, L. M. Dixon, Report No. 33730,251 p. 

"Child-Resistant Packaging (CRP) Child Panel Test of 
6 x 0.40 mL Advantage® IGR KlSI Blisters for 
Dogs," 40 CFR Part 157.20 and 16 CFR Part 1700.20, 
L. M. Dixon, Report No. 33731, 56 p. 

"Child-Resistant Packaging (CRP) Senior Adult Panel 
Test of 6 x 0.40 mL Advantage® IGR KISI Blisters 
for Dogs," 40 CFR Part 157.20 and 16 CFR Part 
1700.20, L. M. Dixon, Report No. 33732, 250 p. 

Page I of I 

x:moiij/cpadoo'transmittal2009Dec AdvantageP!uslO dogs.doc 

202



( 

Bayer HealthCare 
Animal Health 

Via Federal Express 

December 7, 2009 

I 

Document Processing Desk (NO REG FEE- Additional Information) 
Office of Pesticide Programs (7504P) 
U.S. Environmental Protection Agency 
Room S-4900, One Potomac Yard 
2777 South Crystal Drive 
Arlington, VA 22202-450 I 

Attention: 

Subject: 

Ms. Venus Eagle (PM01) 
Registration Division 

Advantage® Plus 1 0 for Dogs 
(EPA Reg. No. 11556-128) 
Child-Resistant Packaging Certification 

Dear Ms. Eagle: 

I certify that the packaging that will be used tOr this produd. meets the 
standard of 40 CFR 157.32. 

~4.---r~ 
Douglas A. Spilker. 1. D. 
Manager. EPA Regulatory Affairs 
Doug.Spilker.b@Bayt>r.com 

DAS/It 

x:moiij/tcltCI~'Eagle Advan:agc1'1u~ l(l 2(l(l9D~c.doc 

Bayer HeallhCare LLC 
Animal Heanh 
P.O. Box 390 
Shawnee Mission, KS 66201-0390 

~ c ' ~ < 
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Form Approved OMS Nos. 2070-0060; 2070-0057; 2070-0107· 2070-0122; 2070-0164 

-~" UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
~) 1200 Pennsy(vania Avenue, N.W. 

WASHINGTON, D.C. 20460 

Paperworl: Reduction ACI Notice: The J11blic reponing burden fur !his collection of information is~timated to average 1.25 hours pcrresporuc fur registration 
and 0.25 hrur.> per response fur reregislrlllion and special review activities, including time for reading the instructions and completing the necessazy fonns. Send 
comments regarding burden estimate or any other aspect oflbis collection of information, including suggestions far reducing !he burden to: Director, Collection 
Strategies Divisioo {2822T), U.S. Environm.:ntal Protection Agency, 1200 Pennsylvania Avenue, N.W., Washington, DC 20460. Do not send !he completed fonn 
lo this address. 

Certification with Respect to Citation ofData 

Applicant's/Registrant's Name, Address, and Telephone Number EPA Registration Number/File Symbol 
Bayer HealthCare LLC, Animal Health Division, PO Box 390, Shawnee Mission, KS 66201 11556-128 

Active lnQredient(s) and/or reoresenlative test comoound(s) o,~ 

imidacloprid, pyriproxyfen December 18, 200S 

General Use Pattem(s) (list all those claimed for this product using 40 CFR Part 158) Product Name 
indoor, residential Advantage Plus 10 for Dogs 

NOTE: If your product is a 100% repackaging of another purchased EPA-registered product labeled for all the same uses on your label, you do not need to 
submit !his form. You must submit the Formulato~s ExemplionStatement (EPA Form 8570-27). 

D 
I am responding to a Oata-Cal~ln Notice, and have included with this form a list of companies sent offers of compensation (the Dala M11trix form should 
be used for thls purpose). 

SECnON 1: METHOD OF DATA SUPPORT (Check one method only) 

D 
I am using the cittHI.ll method of support, and have included with this form 

0 
I am using the selective method of support (or cite-all option 

a list of companies sent offers of compensation (the Data Matrix form under the selective method), and have induded with this form a 
should be used for this purpose). completed list of data requirements (the Dala Matrix form must be 

used). 

SECTION II: GENERAL. OFFER TO PAY 

(Required if using the cile-all method or when using the cile-all option under the selective method to salisfy one or more data requirements} 

0 I hereby offer and agree to pay compensation, to other persons, with regard to the approval of this application, to the extent required by FIFRA. 

SECTION 111: CERTIFICATION 

I certify that this application for registration, this form for reregistration, or this Data-Can-In response ls supported by all data submitted or cited in the 
application for registration, the form for reregistration, or the Data-Call-In response. ln addition, if the cile-all opt"10n or cite-all option under the selective method is 
indicated in Section 1, this application is supported by all data in the Agency's files thai (1( concern the properties or effects of this product or an identical or 
substantially similar product, or one or more of the ingredients in this producl; and (2) ls a type of data that would be required to be submitted under the data 
requirements in effect on the date of 11pprovalofthis applicalion if the applk:ation sought the inilial reglslration of a product of identical or similar composition and 
uses. 

I certify that for each exclusive use study cited in support of this registration or reregistration, that I am the original dala submitter or that I h11ve oblained 
the written permission of the original data submitter to cile that study. 

I certify that for each sludy cited In support of this registration or reregistration that is not an exclusive use study, either: (a) 1 am the original data 
submlller; (b) 1 have obtained the permission of the original data submitter to use the study in support of this application; (c) all periods of eligibility for 
compensation have expired for the sludy; (d) the study is in the public titerature; or (e) I have notified in writing the company that submitted the sludy and have 
offered (1) to pay compensation to the extenl required by sections 3(c)(1)(F) and/or 3{c)(2)(B) of FIFRA; and (il) to commence negoti11tions to del ermine the 
amount and terms of compensation, if any, to be paid for the use of the study. 

I certify that in all instances where an offer of compensation is required, copies of all offers to pay compensation and evidence of their delivery in 
accordance with sections 3{c)(1)(F) and/or 3{c)(2XB) of FIFRA are available and will be submilled to the Agency upon request. Should I fa~ to produce such 
evidence to !he Agency upon requesl, I understand that the Agency may initiale action to deny, cancel or suspend the registration of my product in conformitywilh 
FIFRA. 

1 certify that tho statements 1 have made on this form and all 11tbchments to It are true, accurete, and complete. 1 acknowledge that any 
knowingly fulse or misleading statement may be punishable by fine or Imprisonment or both under appl1c11ble law. 

Sig"'t"re ~-it! RJ- o,. Typed or Printed Name and nue 

12/18/2009 Mary M. Hunt, Regulalory Peslicldes Mgr 

- -EPA Form 8570 34 (12 2003) Eleclron~e and Paper versions available. Subm~ only Papervers1on. 

204



II 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M Street, S.W. 
WASHINGTON, D.C. 20460 Form 

Approved OMB No. 2070.0060 

Paperwork Reduction Act Notice: llte public reporting burden for this collection of information is estimated to average 0.25 hours per response for registration activities and .025 hours per rcsJXJnse 
for information, including suggestions for reducing the burden to; Director, OPPE Information Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, S.W., Washington, DC 
20460. Do not send the fonn to !he address. 

DATA MATRIX 

Date: December 7, 2009 EPA Reg No./Filc Symbol: 11556-128, 11556-127 Page I of12 
11556-125, 11556-130 

Bayer Health Care LLC Product: Advantage® Plus 10 for Dogs Ingredient: lmidacloprid, CAS- 138261-41-3 
Animal Heallh Division Advantage® Plus 20 for Dogs 
P.O. Box 390 Advantage® Plus 55 for Dogs Pyriproxyfen, CAS =95737-68·1 
Shawnee Mission, KS 66201-0390 Advantage® Plus 100 for Dogs 

'~ 

Note 
Guideline Guideline Study Name MRID Submitter Status Report Number Description 
Reference Number 
Number 

Product Chemistry, Section 158.240 

42055302 264 PER BR 1759 (TGAl) 

43306001 264 PER BR 1879 (TGAl) 

61-1 Chemical identity 42256302 264 PER BR 1766 (l'onnulation) 

42055302 264 PER BR 1759 (TGAI) 

43306001 264 PER BR 1879 (TGAI) 

42270801 264 PER BR 1785 (TGAl) 

61-2 Statemcm of Composition 42256302 264 PER BR 1766 (l'onnulation) 

42055302 264 PER BR 1759 (TGAI) 

61-3 Formation of impurities 42256302 264 PER BR 1766 (Fonnulation) 

42055303 264 PER BR 1760 (TGAl) 

43306002 264 PER BR 1880 (TGAl) 

42270802 264 PER BR 1786 (TGAl) 

62-1 Prcliminmy analysis 42256302 264 PER BR 1766 (l'onnulalion) 

42055303 264 PER BR 1760(TGA1) 

43306002 264 PER BR 1880 (TGAl) ' ' ' "" ' 
' ' ' ' 

Ccrtillcmion oflimits 
~ ~ .,., r 

62-2 42256302 264 PER BR 1766 (Formulation) ' ' ' ' 0 0' 

42055303 264 PER BR 1760 (TGAl) " "' ~~~~ 
43213001 264 PER BR 1874 (TGAI) 

43306002 264 PER BR 1880 (TGAl) - .0 ~ ~ ~ "~ ~ 0"' 

' 0 ' 42256302 264 PER BR 1766 (FomJulationl:._~ 0 - ' ' - ' - - ' 
62-3 A11alytical method 45096901 11556 OWN Report No. 75130 - ' 0 ' - " ' ' '' _, --- - - 0 - ' 0 ' 
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Ill UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
401 M Street, S.W. 

WASHINGTON, D.C. 20460 Form 

Paperwork Reduction Act Notice: 'nlc public reporting burden for this collection of information is estimated t~ ~":e~ge.s>:~~-~~~~f!l per response for 1 
for information, including suggestions for reducing the burden to: Director, UPPE lnlorrnatwn Managcmcm UIVlSJOn ~~JJ 1 }, v.:). cnv1mnmcmal 
20460. Do not send the form to the address. 

Date: December 7, 2009 

Bayer HealthCare LLC 
Animal Health Division 
P.O. Box 390 
Shawnee Mission, KS 6620 1·0390 

Guideline 
Reference 

Guideline Study Name MRTD 
Number 

42055304 

42256302 

42055304 

42256302 

42055304 

42256302 

42055304 

42256302 

42055304 

42055304 

42055304 

43356302 

42055304 

42055304 

DATA 

EPA Reg No./FileSymbol: I DJO·. --

11556-12: 
11556-127 
11556-130 

Product: Advantage® Plus 10 for Dogs 
Advantage® Plus 20 for Dogs 
Advantage® Plus 55 for Dogs 

®Plus I OOf?!l??_~_ 

Subntitter 

264 
264 
264 

264 
264 
264 
264 
264 
264 
264 
264 
264 

264 
264 

Status 

PER 

PER 

PER 

PER 
PER 

PER 

PER 

PER 

PER 

PER 

PER 

PER 

PER 

PER 

I Note 

Report Number 

BR 1761 (TGAl) 

BR 1766 (Formulation) 

BR 1761 (fGAl) 

BR 1766 (Formulation) 

BR 1761 (TGAl) 

BR 1766 (Formulation) 

BR 1761 (TGAl) 

BR 1766 (Formulation) 

BR 1761 (TGAl) 

BR 1761(TGA1) 

BR 1761 (TGAl) 

BR 1761 (Formulation) 

BR 1761 (TGAI) 

BR 1761 (TGAI) 

OMB No. 2070-0060 

:sand .025 hours per response 
M Street, S.W., Washington, DC 

Page2of12 

Ingredient: lmidacloprid, CAS= 138261-41-3 

Pyriproxyfcn, CAS= 95737-68-1 

Description 

J"~u~muuu ~uu>mm N A . ·Does not dissocmtc 

noll water partition 42055304 264 PER BR 1761 (TGAI) ~ ~ ~ : I 
42055304 264 PER BR 1761 (TGAI) : ~ ~ ~,_..::~~ ~ ~ ?. 
42256302 264 PER BR 1766(Fommlation) ~~ J,~~ ~""~ 

42055304 I 264 I PER I BR 1761 (TGAI) 

"'""""""'c'c"c''~'~'c"c'''' :":":":':' ---------+--occoo""--+ 1 __ 20604:..__+-'""E~R'---f-,,--ccc-cccc-7___ ~ k N>A..,- No c.x;d1tir~~c reductive characteristics 
••. ·~·. 42055304 1 264 PER BRl76l(TGAl) .. ~ .. ..,;r , ~~-

42055304 I 264 l'ER BRl76l('fGA1) :-~ .. : ~., ~~ ~" --~ ~ ~~ 
" 
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ll1 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M Slrcet, S.W. 
WASHINGTON, D.C. 20460 Form 

ApProved OMB No. 2070-0060 

Papc!Viork Rcduclion Act Notice: The public reporting burden for I his collection of information is estimated to avemge 0.25 hours per response for registration activities and .025 hours per response 
for infommtion, including suggestions for reducing the burden to: Director, OPPE Information Monagemcnt Division (2137), U.S. Environmental Protection Agency, 401 M Street, S.W., Washington, DC 
20460. Do not send the form to the address. 

DATA MATRIX 

Date: December 7, 2009 EPA Reg No./Filc Symbol: 11556-128, 11556-127 Page 3 of 12 
11556-125, 11556-130 

Bayer HcallhCare LLC Product: Advantage® Plus 10 for Dogs lngredi~nt: lmidacloprid, CAS 138261-41-3 
Animal Health Division Advanlage® Plus 20 for Dogs 
P.O. Box390 Advanlage® Plus 55 for Dogs Pyriproxyfcn, CAS= 95737-68-1 
Shawnee Mission, KS 66201-0390 Advanlage® Plus 100 for Dogs 

'~ 

Note 
Guideline Guideline Study Name MRID Submitter Status Report Number I Description Reference Number 
Number 

42055304 264 PER BR 1761 (TGAI) 

63-17 Storage stability 42256302 264 PER BR 1766 (Fonnulation) 

63-18 Viscosity 264 PER N.A. -Solid 

63-19 Miscibility 264 PER N.A.- Solid 

42055304 264 PER BR 1761 (TGAl) 

63-20 Corrosion clmractcristies 42256302 264 PER BR 1766 (Fonnulation) 

63-21 Dielectric breakdown volt N.A.- Solid 

64-1 Submittal of samples Samples available upon request 

Producl Chemistry: ldentily, Composition, 
830-GroupA Analysis 45096902 11556 OWN Report No. 75133 

830-Group B Product Chemistry: Physical/Chemical Properties 45096903 11556 OWN Report No. 75132 

, __ _ 

Wildlife and Aquatic Organisms, Sccliou 158-490 

71-1 Acute avian oral - quailfduck N.A. 

71-2(a) Avion dietary- quail N.A. 

71-2(b) Avian dietary -duck 0 0 N;{\.~~~: 

' ~1i.:f.. 
0 

71-3 Wild nmmnml toxicity o~~~ 
0" ~0 ' 

71-4(a) Avian reproduction- quail 0 0 ,N.A. "~"~ 00 

71-4(b) Avian reproduction- duck N.A. 

71-S Simulated or actual field study N .... ~, o,o ~ ~ ~ ---72-l(a) Fish toxicity- bluegill 0 0 - 0 N)}. 0 0 
0 

72-t(b) Fish toxicity bluegill - tcp 0 - - 0 0 ~, N.1l~ " 0 '" -~ - 0 --
72-2(a) lnvcrtcbrntc toxicity- Daphnia - 0 " N.A. 

.'cmoiijiEP Adatamatrix!AdvantagePlusDogs 2009 Dec. doc 
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Ill 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M Street, S.W. 
WASHINGTON, D.C. 20460 Form 

Approved OMB No. 2070.0060 

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 hours per response for registration activities and .025 hours per response 
for information, including suggestions for reducing the burden to: Director, OPPE Information Management Division {2137), U.S. Environmental Protection Agency, 401 M Street, S.W., Washington, DC 
20460. Do not send the form to the address. 

DATA MATRIX 

Date: December 7, 2009 EPA Reg No./File Symbol: 11556·128, 11556-127 Page 4 of 12 
11556·125, 11556-130 

Bayer Health Care LLC Product: Advantage® Plus 10 for Dogs Ingredient: lmidacloprid, CAS 13826141·3 
Animal Health Division Advantage® Plus 20 for Dogs 
P.O. Box 39.0 . Advantage® Plus 55 for Dogs Pyriproxyfcn, CAS= 95737-68-1 .__ 
Shawnee Mtsston, KS 66201-0390 Advantage® Plus 100 for Dogs 

Note 
Guideline Guideline Study Name MRID Submitter Status Report Number Description 
Reference Number 
Number 

72-2{b) Invertebrate toxicity· Ampltipods N.A. 

72·2{c) Acute aquatic invcrtcbrntc toxicity· Chironomids N.A. 

72·3(a) Estuarine /marine toxicity· fish N.A. 

72·3{b) Estuarine I marine toxicity· mollusk N.A. 
72·3(c) Estuarine/marine toxicity· shrimp N.A. 

72-4(a) Early life stage· fish N.A. 

72·4{b) Life cycle invertebrate N.A. 

72-7 Simulmcd or aetna! field study N.A. 

None Foliar half-life and distribution for potatoes N.A. 

Runo!Tand Erosion predictions for 
None apple/potato/cotton N.A. 

None Risk assessment for apple/potato/cotton N.A. """""' 

None PELMO Modeling· sugarbcct/Gcnnany N.A. 

Toxicology, Section 158.340 

4205533t 264 PER Report No. 100040 {TGAI) 

42256313 264 PER RcportNo.IOOOI0{2F) " " : ~~"~ 

4342820 I 264 PER Report No. 106380 { 1.6 F) ::.::.:._,~::::'to~'~:t~'~· ~o i: =============1 43679601 t1556 OWN Report No. 74585(Adv) ~ .._.,.." '~~~ "~"~ 
45096904 tt556 OWN Report No. 75195 {Adv Plus) .. 

870.tt00 Acute oral toxicity rat 470894tt 11556 OWN Report No. 75922 {Adv Plus) 
-- ~~~ "~" 

"0 " 
0 0 " oo " " 0 

0 0 0 0 0 0 

" " 
oo ,, 0 oo 

0 0 ' 0 
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B 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M Street, S.W. 
WASHINGTON, D.C. 20460 Form 

Approved OMB No. 2070-0060 

Paperwork Reduction Act Notice: The public reporting burden for this collection ofinfomtation is estimated to average 0.25 hours per response for registration activities and .025 hours per response 
for information, including suggestions for reducing the burden to: Director, OPPE Information Management Division (2 137), U.S. Environmental Protection Agency, 401 M Street, S.W., Washington, DC 
20460. Do not send the form to the address. 

DATA MATRIX 

Date: December 7, 2009 EPA Reg No.!File Symbol: 11556-128, I 1556-127 PageSof\2 
11556-125, 11556-130 

Bayer HealthCare LLC Product: Advantage® Plus 10 for Dogs Iogredicnt: lmidacloprid, CAS- 138261-41-3 
Animal Health Division Advantage® Plus 20 for Dogs 
P.O. Box 390 Advantage® Plus 55 for Dogs Pyriproxyfen, CAS"' 95737-68-1 
Shawnee Mission, KS 66201-0390 Advantage® Plus 100 for Dogs 

Note 
Guideline Guideline Study Name MRID Submitter Status Report Number Description 
Reference Number 
Number 

42055332 264 PER Report No. 100041 (TGAI) 

42256315 264 PER Report No. 100002 {2 F) 

43428201 264 PER Report No. 106380 {1.6 F) 

4379602 11556 OWN Report No. 74584 (Adv) 
870.1200 Acute demtol toxicity, rat/rabbit 45096905 11556 OWN Report No. 75196 

42055333 264 PER Report No. 99806 (TGAI) 

42286101 264 PER Report No. 99806-1 (TGAI) 

42256317 264 PER Report No. 100012 (2 F) 

43428201 264 PER Report No. 106380 (1.6 F) 

43679603 I 1556 OWN Report No. 74589 (Adv) 

870.1300 Aente inhalation toxicity, rat 45096906 11556 OWN Renort No. 75197 (Adv (>]us) 

42055334 264 PER Report No. 99679 (TGAI) 

42256319 264 PER Report No. 99815 (2 F) 

43428201 264 PER Report No. 106380 ( 1.6 F) 

43428201 264 PER Report No. 106380(1.6F) 
43679604 11556 OWN Report No. 74588 (Adv) 

870.2400 Pri111ary eye irri~1tion -rabbit 45096907 I 1556 OWN Report No. 75199 (Adv Plus) 

x:moiijiEPAdatamatrix/ AdvantagcPiusDogs 2009 Dcc.doc 
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II 
UNITED STATES ENVIRONMENTAL PROTECDON AGENCY 

401 M Street, S.W. 
WASHINGTON, D.C. 20460 Form 

Approved OMB No. 2070-0060 

Paperwork Reduction Act Notice: Tite public reporting burden for this collcctiou ofinfonnation is estimated to average 0.25 hours per response for registration activities and .025 hours per response 
for information, including suggestions for reducing the bnrdcn to: Director, OPPE Information Management Division (2137}, U.S. Environmental Protection Agency, 401 M Street, S.W., Washington, DC 
20460. Do not send the fom1 to the address. 

DATA 1\IATRIX 

Date: December 7, 2009 EPA Reg No.fFile Symbol: 11556-128,11556-127 Pagc6ofl2 
11556-125,11556-130 

Bayer HealthCarc LLC Product: Advantage® Plus 10 for Dogs Ingredient: lmidacloprid, CAS- 138261-41-3 
Animal Health Division Advantage® Plus 20 for Dogs 
P.O. Box390 Advantage® Plus 55 for Dogs Pyriproxyfcn, CAS "'95737-68-1 
Shawnee Mission, KS 66201-0390 Advantage® Plus 100 for Dogs 

;-.. 

Note 
Guideline Guideline Study Name MRID Submitter Status Report Number I Description Reference Number 
Number 

42055335 264 PER Report No. 99804 {TGAl) 

42256321 264 PER Report No. 99816 (2 F) 

43428201 264 PER Report No. 106380 ( 1.6 F) 
43679605 11556 OWN Report No. 74586 (Adv) 

870.2500 Primary dcnnal irritation- mbbit 45096908 11556 OWN Report No. 75200 (Adv Pins) 

42055336 264 PER Report No. 99800 {TGAl) 

42256323 264 PER Report No. 100003 (2 F) 

43428201 264 PER Report No. 106380 ( 1.6 F) 

43679606 11556 OWN Report No. 74587 (Adv) 

870.2600 Demml scnsitillltion- guinea pig 45096909 11556 OWN Report No. 75201 (Adv Plus) 

43170301 264 PER Report No. 106348 

81·8(SS) Acute neurotoxicity 43285801 264 PER Report No. 106348-1 

82-l(a) 90-day feeding- rodent 42256327 264 PER Report No. 100036 

82-1(b) 90-day feeding- non-rodent 42256328 264 PER Report No. 100176 

82-2 21-day dcnnal- rabbit/rnt 42256329 264 PER Report No. 100688 

82-5(b) 90 day neurotoxicity- mammal 43286401 264 PER Report No. 106356 

42256331 264 PER Report No. 100652 

42256332 264 PER RcportNo.l01931 

42256333 264 PER Report No. 102658 

83-l{a) Chronic feeding toxicity· rodent 42256334 264 PER Report No. 99672 

83-l{b) Chronic feeding loxicity - non-rodent 42273002 264 PER Report No. 100015 
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II 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M Sirect, S.W. 
WASHINGTON, D.C. 20460 Fom1 

Approved OMB No. 2070-0060 

Paperwork Rcduelion Act Notice: ll1c public reporting burden for this collection of information is estimated 10 average 0.25 hours per response for registration activities and .025 hours per response 
for infommtion, including suggestions for reducing the burden to: Director, OPPE Information MaMgcmcnt Division (2137), U.S. Environmcn!al Protection Agency, 401 M Street, S.W., Washington, DC 
20460. Do not send the form to the address. 

DATA MATRIX 

Date: QC(:cmbcr 7, 2009 EPA Reg No./File Symbol: 11556-128,11556-127 Page 7 of 12 
11556-125,11556-130 

Bayer Hea!IhCare LLC Product: Advanlage® Plus 10 for Dogs Ingredient: lmidac!oprid, CAS 138261-41-3 
Aninml Hcallh Division Advanlagc® Plus 20 for Dogs 
P.O. Box 390 Advantage® Plus 55 for Dogs Pyriproxyfen, CAS"' 95737-68-1 "-
Shawnee Mission, KS 66201-0390 Advantage® Plus 100 for Dogs 

~ 

Note 
Guideline Guideline Study Name MRID Submitter Status Report Number Description 
Reference Number 
Number 

42256331 264 PER Report No. 100652 

42256332 264 PER Report No. 101931 

42256333 264 PER Report No. 102658 

83-2(a) Oncogenicity· rnt 42256334 264 PER Report No. 99672 

42256335 264 PER Report No. 100693 

42256336 264 PER Report No. 101929 

83-2(b) Oncogenicity- mouse 42256337 264 PER Report No. 99808 

83·3(a) Dcvclopmenlal toxicity- rat 42256338 264 PER Report No. 98571 

83-3(b) Developmental toxicity- rabbit 42256339 264 PER Report No. 98572 

834 Two generation rcproduclion ·rat 42256340 264 PER Report No. 100647 

42256341 264 PER Report No. 101276 

42256342 264 PER Report No. 98584 

84-2(a) Gene n10tation (ames test) 42256343 264 PER Report No. 98570 

42256344 264 PER Report No. 100021 

42256345 264 PER Report No. 99262 

42256346 264 PER Report No. 99257 

42256347 264 PER Report No. 102652 

Structural chromosomal aberration 42256348 264 PER Report No. 102654 

84-2(b) 42256349 264 PER Report No. 102655 

42256350 264 PER Rc]Xlrt No. 99676 

42256351 264 PER ReportNo.101275 

42256352 264 PER Report No. 98573 

844 Other gcno10xic effects 42256353 264 PER Report No. 102653 
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II 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 MStrect,S.W. 
WASHINGTON, D.C. 20460 Fonn 

Approved OMB No. 2070.0060 

Paperwork Reduction Act Notice: The public reporting burden for !his collection of infonnalion is eslimalcd to avcmgc 0.25 hours per response for registration activities and .025 hours per response 
for infonnalion, Including suggestions for reducing the burden to: Director, OPPE \nfonnation Management Division (2 137), U.S. Environmental Protection Agency, 401 M Slreet, S.W., Washington, DC 
20460. Do not send the form to the address. 

DATA MATRIX 

Date: December 7, 2009 EPA Reg No.fFile Symbol: 11556-128, 11556-127 Poge8 of\2 
11556-125, 11556-130 

Bayer Hcald!Carc LLC Product: Advantage® Plus 10 for Dogs Ingredient: lmidacloprid, CAS - 138261-41-3 
Animal Hcahh Division Advantage® Plus 20 for Dogs 
P.O. Box 390 Advantage® Plus 55 for Dogs Pyriproxyfen, CAS "'95737-68-1 
Shawnee Mission, KS 66201-0390 Advantage® Plus 100 for Dogs 

'~ 

Note 
Guideline Guideline Study Name MRID Submitter Status Report Number Descripliou 
Reference Number 
Number 

42256354 264 PER Report No. tOt999 

42256355 264 PER Report No. 87264 

42256356 264 PER Report No. 87265 

85-t General metabolism 42256357 264 PER RcportNo.l02617 

43679607 11556 OWN Report No. 74580 (Adv) """ 43679608 11556 OWN Report No. 74590 (Adv) """ 870.7200 44099801 11556 OWN Report No. 74730 (Adv) Puppies 

45097102 lt556 OWN Report No. 75121 (Adv Plus) Dog> 
(86-1) Domestic Animal Safety 45097101 11556 OWN Report No. 75119 (AdvPlus) Puppies 

43679503 11556 OWN Report No. 7457t (Adv) Cats 

43679504 11556 OWN Report No. 74581 (Adv) Cats 

43679609 11556 OWN Report No. 74572 (Adv) Dog> 
" 

43679610 11556 OWN Report No. 74541 (Adv) Doll' 
44256901 l\556 OWN Report No. 74800 (Adv) Speed of flea kill 

44256902 11556 OWN Report No. 47828 (Adv) Larvicidal efficacy 

44256903 l\556 OWN Report No. 74792 (Adv) Effects ofslmmpooing 

47109101 11556 OWN Report No. 75867 (K9) Waterproof 

45086801 1021 PER Report No. OTO t8-94 Pyriproxyfcn cflicacy 

45086801 1021 PER Report No. OTO t6-93 Pyriproxyfcn cflicacy 

4508680t \021 PER Report No. OT006-96 Pyriproxyfcn cflicacy 

95-9 Eflicacy 47t9040t 11556 OWN Report No. 75950 (Advantage) Lice 

Plnnt Protection, Section 
1S8.S40 

t22-2 Aquatic plant growth N.A. 

t23-2 Aquatic plant growth N.A. 
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Ill 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M Street, S.W. 
WASHINGTON, D.C. 20460 Form 

Approved OMB No. 2070-0060 

Papcnvork Reduction Act Notice: TI1e public reporting burden for this collection of information is estimated to average 0.25 hours per response for registration activities and .025 hours per response 
for information, including suggestions for reducing the burden to: Director, OPPE Information Mnnagement Division (2137), U.S. Enviroruncntal Protection Agency, 401 M Street, S.W., Washington, DC 
20460. Do not send the form to the address. 

DATA MATRIX 

Date: lkccmber 7, 2009 EPA Reg No.fFileSymbol: 11556-128, 11556-127 Page 9 of 12 
11556-125, 11556-130 

Bayer HcalthCarc LLC Product: Advantage® Plus 10 for Dogs Ingredient: lmidacloprid, CAS 138261-41-3 
Animal Health Division Advantage® Plus 20 for Dogs 
P.O. Box 390 Advantage® Plus 55 for Dogs Pyripro,.-yfcn, CAS= 95737-68- t 
Shawnee Mission. KS 66201-0390 Advantage® Plus I 00 for Dogs 

-
Note 

Guideline Guideline Study Name MRID Submitter St~tus Report Number I Description Reference Number 
I Number 

--- -- ··----· 

--- -··· --···· 

Non-Target Insects, 
Section 158.590 

141-1 Honey bee acntc contact N.A. 

141-2 Honey bee residue on foliage I N.A. 

Reentry Protection, 
Section 158.390 

230-236 Mixerfloadcrtapplicator exposure I N.A. 

Environmental Fate, 
Section 158.290 

161-1 Hydrolysis N.A. 

161-2 Photodcgmdation - water N.A. 

161-3 Photodegradation - soil N.A. 

162-1 Aerobic soil metabolism N.A. 

162-2 Anerobic soil metabolism N.A. 

162-3 Anaerobic aquatic metabolism N.A. 

163-1 Leaching f adsorption/desorption N.A. 

164-1 Terrestrial field dissipation N.A. 

165-1 Confined rotational crop N.A. 

165-2 Field rotational crop N.A. 

166-1 Ground water- small prospective N.A. 

None Environmcmat fmc summary N.A. 
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II 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M Street, S.W. 
WASHINGTON, D.C. 20460 Form 

Approved OMB No. 2070-0060 

Paperwork Rcducliou Act Notice: llJC public reporting burden for this collection of information is estimated to average 0.25 hours per response for registration activities and .025 hours per response 
for information, including suggestio tiS for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Envilonmcntal Protection Agency, 401 M Slreet, S.W., Washington, DC 
20460. Do not send the fonn to the address. 

DATA MATRIX 

Date: December 7, 2009 EPA Reg No./Filc Symbol: 11556-128,11556-127 Page !Oof12 
11556-125,11556-130 

Bayer HeallhCarc LLC Product: Advantage® Plus 10 for Dogs Ingredient: lmidacloprid, CAS- 138261-41-3 
Animal Health Oi\'ision Ad\'antage® Pins 20 for Dogs 
P.O. Bo:>: 390 Ad\'antage® Plus 55 for Dogs Pyriproxyfcn, CAS = 95737-68-1 
Shawnee Mission, KS 66201-0390 Ad\'antage® Plus 100 for Dogs 

Note 
Guideline Guideline Stndy Name MRIO Submitter Status Report Number Description 
Reference Number 

~n~!'cr 

Residue, Section 158.240 
171-4(a) Nature of residue- plants N.A. 

171-4(b) Nature of residue- livestock and poultry N.A. 

171-4(c) Residue analytical method· plants N.A. 

171-4(d) Residue analytical method· animal N.A. 

171-4(c) Storage stability N.A. 

t71-4Ul Magnitude of residues- meatlmilk/poullry/cgg N.A. 

l7l-4(k} Magnitude of residue- crop !ield trials N.A. 

171-4(1} Magnitude of residue- processed food/feed N.A. 

171-4(m) Method validation/ ntulliresiduc mel hod N.A. 

None Bene!ils Reports 

None Dietary Analysis N.A. 
Child-Rccsistant Pllckaging, Section 157 

157.20 Standnrds Child-Resistant Packaging Testing 47089407 11556 OWN Report No. 75913 Aclar CRP packaging 
47089408 11556 OWN Report No. 75914 Aclar CRP packaging 
47089409 11556 OWN Report No. 75915 Aclar CRP packaging 
47089410 11556 OWN Report No. 75916 Aclar CRP packaging 
47089103 11556 OWN Report No. 75897 Aclar CRP packaging 
47089104 11556 OWN Report No. 75898 Aclar CRP packaging 
47089101 11556 OWN Report No. 75893 Aclar CRP packaging 
47089102 11556 OWN Report No. 75894 Aclar CRP packaging 
47089201 11556 OWN Report No. 75905 Aclar CRP packaging 
47089202 11556 OW Report No. 75906 Aclar CRP packaging 
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II 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M S1ree1, S.W. 
WASHINGTON, D.C. 20460 Form 

Approved OMB No. 2070-0060 

Paperwork Reduction Ael Notice: l11e public reporting burden for lhis collection of information is estimaled 10 average 0.25 hours per response for registration activities and .025 hours per response 
for infommtion, including suggestions for reducing the burden to: Direclor, OPPE lnfonnation Management Division (2137), U.S. Environmental Protection Agency, 401 M Streel, S.W., Washinglon, DC 
20460. Do not send the form lo the address. 

DATA MATRIX 

Date: December 7, 2009 EPA Reg No./File Symbol: 11556-128,11556-127 Page II ofl2 
11556-125,11556-130 

Bayer HcallhCare LLC Product: Advantage® Plus 10 for Dogs Ingredient: lmidacloprid, CAS -138261-41-3 
Animal Health Division Advanlage® Plus 20 for Dogs 
P.O. Box 390 Advan1age® Pins 55 for Dogs PyriprO"-)'fcn, CAS= 95737-68-l 
Shawnee Mission, KS 66201-0390 Advantage® Plus 100 for Dogs 

Note 
Guideline Guideline Study Name MRID Submitter Status Report Number I Description Reference Number 
Number 

---- ------
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II 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M Street, S.W. 
WASHINGTON, D.C. 20460 Form 

Approved OMS No. 2070..()060 

Paperwork Reduction Act Notice: lllc public reporting burden for this eolleclion of information is estimated to avcrnge 0.25 hours per response for rcgistrntion activities and .025 hours per response 
for information, including suggcstiOIIS for reducing the burden to: Director, OPPE lnfonnation Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, S.W., WIIShington, DC 
20460. Do not send the form to the nddrcss. 

Date: December 7, 2009 

Bayer HeallhCare LLC 
Animal Health Division 
P.O. Box 390 
Shawnee Missiou, KS 66201-0390 

Guideline Guideline Study Name MRID 
Reference Number 

~n~_bcr 

x:n\Oilf/El'Ad'IL'lmatrix/AdvantagcPlnsDogs 2009 Dec.doc 

DATA MATRIX 

EPA Reg No./ File Symbol: IISS6-t28, 11556-127 
11556-125, 11556-130 

Product: Advantage® Plus 10 for Dogs 

Submillcr 

11556 
fi556 

Advantage® Plus 20 for Dogs 
Advantage® Plus SS for Dogs 
Advantage® Plus 100 for Dogs 

Status 

OWN 
OWN 

Note 

Report Number 

Report No. 3373t 
Report No. 33732 

Douglas A. Spilker 
Manager, EPA Regulatory Affairs 

Page 12 of 12 

Ingredient: lmidaeloprid, CAS 138261-41-3 

Pyriproxyfen, CAS= 95737-68-1 

1 ~~scription 
···--

0.4 mU6 pkii:hild (KISt)- AdvBntagc Plii!i"J(J 
0.4 mU6 pkfadull (KISt)- AdvBntagc Plus 10 

December 7, 2009 

'~ 

-~'. 

216



II 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M Street, S.W. 
WASHINGTON, D.C. 20460 Form 

Approved OMB No. 2070.0060 

Paperwork Reduction Act Notioc: The p11blic reporting burden for this collection of information is estimated to average 0.25 hours per response for n:gistration activities and .025 hours per response 
for information, including suggestions for n:dueing the burden to: Director, OPPE Information Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, S.W., Washington, DC 
20460. Do not send the form to the address. 

Date: Decembcr7, 2009 

Bayer HealthCare LLC 
Animal Health Division 
P.O. 13o:t> 390 
Shawnee Mission, KS 66201-0390 

Guideline 
Rcrercncc 
Number 

Guideline Study Name 

-::,:_,-,;:_/;,Sf<'H>i _,,,,,,, ,, 
~~ 

'\>:~-~ 

1.·.· .•. ·.· .:; 
~;-

l-2": ' 

.-, -·-u<.v; ... >·;·· 

--

MRID 
Number 

DATA MATRIX 

EPA Reg No./ File Symbol: ll556-128, 11556-127 
11556-125,11556-130 

Page I ofl2 

Product: Advantage® Plus tO for Dogs 
Advantage® Plus 20 for Dogs 
Advantage® Plus 55 for Dogs 
Advantage® Plus 100 for Dogs 

Ingredient: lmidaeloprid, CAS= 138261-41-3 

Pyriproxyfen, CAS"' 95737-68-1 

Note 
Submitter I Status Report Number Description 

264 PER 

264 PER 

264 PER 

264 PER 

264 PER 

264 

264 -----PER --·-,.;;:-: "'""' 
264 PER -------, 

~-" 'T/- 11556 OWN --·_., _4 ,_.,, 
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II 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M Street, S.W. 
WASHINGTON, D.C. 20460 Fonn 

Approved OMB No. 2070-0060 
Paperwork Reduction Act Notice: The public rq>orting burden for this collection ofinfonnation is estimated to average 0.25 hours per response for registration activities and .025 hours per response 
for infonnation, including suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, S.W., Washington, DC 
20460. Do not send the fonn to the address. 

DATA MATRIX 

Date: December 7, 2009 EPA Reg No.!Filc Symbol: 11556-128, 11556-127 Page2 ofl2 
11556-125, 11556-130 

Bayer HcalthCnre LLC Product: Advantage® Plus 10 for Dogs Ingredient: lmidacloprid, CAS- 13826141-3 
Animal Health Division Advantage® Plus 20 for Dogs 
P.O. Box 390 Advantage® Plus 55 for Dogs Pyriproxyfcn, CAS"' 95737-68-1 
Sha1>mce Mission, KS 66201-0390 Advantage® Plus 100 for Dogs 

Note 
Guideline Guideline Study Name MRID Submitter Status Report Number I Description Reference Number 
Number 
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B 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M Street, S.W. 
WASHINGTON, D.C. 20460 Form 

Approved OMB No. 2070-0060 

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 hours per response for registration activities and .025 holii'S per response 
for information, including suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Environmental Protel:tion Agency, 401 M Street, S.W., Washington, DC 
20460. Do not send t!JC form to the address. 

OA TA MATRIX 

Date: December 7, 2009 EPA Reg NoJFite Symbol: 11556-128, 11556-127 
11556-125, 11556-130 

Bayer HcalthCare LLC Product: Advantage® Plus 10 for Dogs 
Animal Healtlt Division Advantage® Plus 20 for Dogs 
P.O. Box 390 Advantage® Plus 55 for Dogs 
Shawnee Missiou, KS 66201-0390 Advantage® Plus 100 for Dogs 

Note 
Guideline Guideline Study Name MRID Submitter Status Report Number Reference 
Number 

c 
,--
1 

~ 

f#
.• ... 

. 
. 

-

Number 

)•c,/)I))>)C • I 264 I PER I • 
~-.·.>:·:<;::·::.:>" ·:.•::····: 264 PER :.: 

:, A"•·:"'· 

• 

:'·<:" 264 PER · . ./·,.>:<·"::<:,.~ :•;.:-;· 
<·:·' .>/•·.. 264 PER .>.:.-.i<;· .. ;.J.::·>·" 

') . y 264 PER ) •• •• •.> . • .c; 
'/:';._> .. :. : ";. ··. ·· 264 PER 

.) .. ,. 
·.·• .. < (' • ... .:1..:' 

,, ... ,:.::,:: ... :"""'"''. 11556 
/·<<JJ: :s::·:.Jc:> ,..., ·.· 11556 
·'.<.'-'\ ;<JJ}i.~.··,;: . . ----

., ,,,.,_.,. .... 
",;,· 

'·'<·'·>·: ~,~~-~ M~.·. 

,.,;,'-,•··<.-;•.·3>/• 
• ..,......... ~ ·~>;-;•/>:ty;>· i·· 

Page 3 of 12 

Ingredient: lmidacloprid, CAS 138261-41-3 

I Description 

.>:>'.: 
:·:<•' 

·, ;:':: 

';:·· 

~·-\''. 

h •. 

-
,,: .. ··~·~:-

•>:;<>' 

Pyripro:>.;yfcn, CAS= 95737-68-1 

:;·:.' ., .·;·.> 

... 

· .... , .. ;::,.:;: 

-- --
-----

--

. ···/(;<>. , •. 

<> 
~::L 
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• UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
401 M Street, S.W. 

WASHJNGTON, D.C. 20460 Form 

, "I'~• ,.v,;;: Reduction Act Notice: 11zc public reporting burden for this collection of information is estimated to average 0.25 1._ ___ ,. 
for information, including suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. I 
20460. Do not send the form to tho> "tltlmo< 

I DATA MATRIX 
Date: December 7, 2009 I EPA Reg No.fFile 11556•128, JL~Y>w< 

11556-125, 11 <;<;,;.nn 

Bayer HealthCare LLC 
Animall-leal!h Division 
P.O. Box 390 
Slmwnce Mission, KS 66201-0390 

Guideline 
Reference 
Number 

Guideline Study Name 

'-'<V }:{''>--

;;>>:-:->'' 
-,,,:'::_,~:.:,_.::_ __ _;- ,',_'-,'. --

<<--.:ii:;;> 
,, , ... _, '"''"' ,_._,.,>,' 

;_;:;:-" ') 

----

,,>,.,, 

_·_·_,.' 

MRID 
Number 

Product: Advantage® Plus 10 for Dogs 
Advantage® Plus 20 for Dogs 
Advantage® Plus 55 for Dogs 

Plus 100 for Dogs 

Note 
Submitter I Status Report Number 

;;;;;>'-'' 

··:sand. 
I M Street, S. w ., 1 , nr 

Pyriprox.yfcn, CAS"' 95737-68-t 

''<'' 

--

-<~> '-;:_';',_--:--- --<>:: 
:,;;:, :-:-.:_,--- - -.-:"-'< 

I ······~·-< 

264 

264 

264 
11556 

PER 
PER 

PER 
OWN 

::;;x•:.;;l.;:; > .. ;; I 

,'.J•,' ·,.·:.);-;-;_:;:;:' _-:_-, -·-:-.:_;_--_;--: 

x:muiijfEPAdatnmatrix/AdvantageP1usDogs 2009 Dec Public,doe 

'•'•'',·Y 

'>. ·\>:-/'/;':;: 
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II 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M Street, S.W. 
WASHINGTON, D.C. 20460 Fonn 

Approved OMB No. 2070-0060 

Paperwork Reduction Act Notice: The public reporting burden for lhis collection ofinfonnation is estimated to average 0.25 hours per response for registration activities and .025 hours per response 
for information, including suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, S.W., Washington, DC 
20460. Do not send the form to the address. 

DATA MATRIX 

Date: December 7, 2009 EPA Reg No.tFile Symbol; 11556-128,11556-127 Page 5 of 12 
11556-125, 11556-130 

Bayer HeaWtCare LLC Product: Advantage® Plus 10 for Dogs Ingredient: lmidaeloprid, CAS 138261-41-3 
Animal Health Division Advantage® Plus 20 for Dogs 
P.O. Bo;~: 390 Advantage® Plus 55 for Dogs Pyriproxyfen, CAS= 95737-68-t 
Slmwnec Mission, KS 6620\-0390 Advantage® Plus 100 for Dogs ' 

Note 
Guideline Guideline Study Name MRID Submitlcr Status Report Number I Description 

I Reference Number 
Number 
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Ill 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 MStrcct,S.W. 
WASHINGTON, D.C. 20460 Fonn 

Approved OMS No. 2070..()060 

Paperwork Reduction Act Notice: 11tc public reporting burden for this collection of information is estimated to average 0.25 hours per response for registration activities and .025 hours per response 
for information, including suggestions for redueing the burden to; Director, OPPE lnfommtion Manogcment Division {2137), U.S. Environmental Protection Agency, 401 M Street, S.W., Washington, DC 
20460. Do not send the form to the address. 

DATA MATRIX 

Date: December 7, 2009 EPA Reg No./File Symbol: 11556-128, 11556-127 Pagc6of12 
11556-125,11556-130 

Bayer HcalthCarc LLC Product: Advantage® Plus I 0 for Dogs lngrcdient: lmidacloprid, CAS= 138261-41-3 
Anima11-lca1th Division Advantage® Plus 20 for Dogs 
P.O. Box 390 Advantage® Plus 55 for Dogs Pyriproxyfen, CAS"' 95737-68-1 
Shawnee Mission, KS 6620t-0390 Advantage® Pins 100 for Dogs 

Note 
Guideline Guideline Stndy Name MRID Submiller Status Report Number I De$cription Reference Number 
Number 

;,;;;cc,;'c' [~1[~ '"''l' , , --';~A ,J:,J 

r _,, ',,, 

'3 !':>. 
",., --;, >'-
'>(,->:<F),: 

-

I ' I ·.·.. . ... -·. ·._ .-- ... _ .. ·- --· ' I· I 264 I PER I· ---1'. 
__ ,,_,,,,', ,;,,,.,,,,, __ , ___ '''''""" -·---· ' 
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II 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M Street, S.W. 
WASHINGTON, D.C. 20460 Form 

Approved OMB No. 2070-0060 
Paperwork Reduction Act Notice: Tile public reporting burden for this collection of information is estimated to average 0.25 hours per response for registration activities and .025 hours per response 
for information, including suggestions for reducing tl1c burden to: Director, OPPE Information Management Division {2137), U.S. Environmental Protection Agency, 401 M Street. S.W., Washington, DC 
20460. Do not send the form to the address. 

DATA MATRIX 

D~te: December 7, 2009 EPA Reg No.!Fite Symbol: 11556-128,11556-127 
11556-125,11556-130 

Bayer HC3lthCare LLC Product: Advantage® Plus 10 for Dogs 
Animal Hcnlth Division Advantage® Plus 20 for Dogs 

Page 7 of12 

Ingredient: lmidacloprid, CAS = 138261-41-3 

P.O. Box 390 Advantage® Plus 55 for Dogs 
Shawnee Mission, KS 66201-0390 Advantage® Plus 100 for Dogs l-", 

Pyriproxyfcn, CAS= 95737-68-1 

Note 
Guideline Guideline Study Name MRID Submitter Status Report Number Description 1 
Reference Number 
Number 

1. 'I 264 

I I 264 

x:moiijfEPAdatamatrLx/AdvantagePiusDogs 2009 Dec Publie.doe 
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p 

-
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II 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M Street, S.W. 
WASHINGTON, D.C. 20460 Form 

Approved OMB No. 2070-0060 

Papcrv;ork Reduction Act Notice: Tile public reporting burden for this collection of information is eslimatcd to average 0.25 hours per response for registration activities and .025 hours rer response 
for infonnalion, including suggestions for reducing the burden to: Director, OPPE lnfonnation Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, S. W., Washington, DC 
20460. Do not send the form to the address. 

Date: December 7, 2009 
DATA MATRIX 

EPA Reg No./File Symbol: 1!556-128, ll556·127 
1!556-125, 11556-130 

Page 8 of 12 

Bayer HealtbCare LLC Product: Advanlage® Plus 10 for Dogs 
Animal Health Division Advantage® Plus 20 for Dogs 

Ingredient: lmidacloprid, CAS"' 138261-41·3 

P.O. Box 390 Advantage® Plus 55 for Dogs Pyriproxyfen, CAS"" 95737-68-1 
Shawnee Mission, KS 66201-0390 Advanlagc® Plus 100 for Dogs t. ...... " 

Guideline 
Reference 
Number 

r. 

Guideline Study Name 

x:moi(jiEPAdatanmtrix/AdvantagcPlusDogs 2009 Dec Public. doc 

MRID 
Number 

Note 
SubmiUer I Status Report Number 

--
264 PER 

PER 264 
264 PER , -'-, , ;><:.- :· 

OWN -<':"-,_ 
1--!1556 OWN 

!1556 OWN 

11556 OWN 

---OWN ---OWN ---OWN ---OWN 
OW! 

OWl 

~ 

,,','',<; 

--

~-

',',;'/;",', 

',-<::_, 

,;:;:,:·:;-

Description 

---- ---
\':":i!;;-::,>', ,,' 

1--1--1--
~ 

'''',;;\i-,',' 

'-<>:r-_i;',:'' 

-- --

--

-

1--,------'-

--

224



II 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

40 I M Street, S.W. 
WASHINGTON, D.C. 20460 Fonn 

Approved OMB No. 2070.0060 

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 hours per response for registration activities and .025 hours per response 
for infonnation, including suggestions for reducing the burden to: Director, OPPE lnfonnation Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, S.W., Washington, DC 
20460. Do not send the fonn to the address. 

DATA MATRIX 

Date: December 7, 2009 EPA Reg No.!Filc Symbol: 11556-128,11556-127 
11556-125,11556-130 

Bayer Health Care LLC Product: Advantage® Plus 10 for Dogs 

Page 9 of 12 

Ingredienl: Jmidacloprid, CAS= 138261-41-3 
Animal Heald! Division Advantage® Plus 20 for Dogs 
P.O. Box 390 Advanlagc® Plus 55 for Dogs Pyriproxyfen, CAS= 95737-68·1 
Sha\\lllCC Mission, KS 66201-0390 Advantage® Plus 100 for Dogs )-._ 
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II 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M Street, S.W. 
WASHINGTON, D.C. 20460 Form 

Approved OMB No. 2070-0060 

Paperwork Reduction Act Notice; ll1e pub lie reporting burden for this collcetion of information is estimated to average 0.25 hours per response for Jcgistration activities and .025 hours per response 
for information, including suggestions for reducing tltc burden to: Director, OPPE lnfomlation Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, S.W., Washington, DC 
20460. Do not send !lie form to the address. 

DATA MATRIX 

Date: December 7, 2009 EPA Reg No.!File Symbol: 11556-128, 1!556-127 Page \Oof\2 
11556-125, J\556-130 

Bayer HcalthCarc LLC Product: Advantage® Plus \0 for Dogs Ingredient: lmidaeloprid, CAS- 138261-41-3 
Animal Health Division Advuntage® Plus 20 for Dogs 
P.O. Box 390 Advantage® Plus SS for Dogs Pyriproxyfen, CAS"' 95737-68-1 
Shawnee Mission, KS 66201-0390 Advantage® Plus !00 for Dogs 

~ ~. 

Note 
Guideline Guideline Study Name MRID Submitter Status Report Number Description I Reference Number 
Number 

x:moiij/EPAdatamatrh:IAdvantagcPiusDogs 2009 De<: Pubtie.doc 
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II 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M Street, S.W. 
WASHINGTON, D.C. 20460 Fonn 

Approved OMB No. 2070-0060 

Paperwork Reduction Act Notice: l11e public reporting burden forlhis collection of information is estimated to average 0.25 hours per response for rcgislrntion activities and .025 hours per response 
for infonnation, including suggestions for reducing !he burden to: Director, OPPE Information Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, S.W., Washington, DC 
20460. Do not send the fonn lo the address. 

DATA MATRIX 

Date: December 7, 2009 EPA Reg No./ File Symbol: 11556-128,11556-127 Pagellofl2 
11556-125, 11556-130 

Bayer HeallhCare I..LC Product: Advantage® Plus 10 for Dogs Ingredient: lmidacloprid, CAS - 138261-41-3 
Animal Hcolth Division Advantage® Plus 20 for Dogs 
P.O. Box 390 Advantage® Plus 55 for Dogs Pyriproxyfen, CAS= 95737-68·1 
Shawnee Mission, KS 66201·0390 Advantage® Plus 100 for Dogs 

Note 
Guideline Guideline Study Name MRID SJJbmittcr Stalus Report Number Dcscriplion 
Reference Number 
~mbcr 

x:moiijiEPAdatamatrix/AdvantngePlusDogs 2009 Dec Pub1ie.doe 
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II 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M Street, S.W. 
WASHINGTON, D.C. 20460 Form 

Approved OMB No. 2070-0060 

PaperMHk Reduction Act Notice: The public reponing burden forth is collection of information is estimated to average 0.25 hours per response fur registration activities and .025 hours per resp<msc 
for information, including suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, S.W., Washington, DC 
20460. Do not send the form to the address. 

DATA MATRIX 

Date; December 7, 2009 EPA Reg No.!File Symbol: 1!556-128, 11556-127 Page 12of12 
1!556-125, 11556-130 

Bayer Health Care LLC Product: Advantage® Plus 10 for Dogs Ingredient: lmidacloprid, CAS - 138261-41-3 
Animal Health Division Advantage® Plus 20 for Dogs 
P.O. Box 390 Advantage® Plus 55 for Dogs Pyrfpro.~yfen, CAS= 95737-68-1 
Shal\'ncc Mission, KS 66201-0390 Advantage® Plus 100 for Dogs ~ '~ 

Note 
Guideline Guideline Study Name MRID Submiller Status Report Number I Description Reference Number 
Number 

Douglas A. Spilker 
Manager, EPA Regulatory Affairs 

December 7, 2009 

-

x:moiijfEP Adatnmatrixl AdvantagcPlnsDogs 2009 Dec Public.doc 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON, D.C. 20460 

NOV 0 4 2009 

Douglas Spilker, Ph.D 
Bayer HealthCare LLC, Animal Health Division 
P.O. Box390 
Shawnee Mission, KS 66201-0390 

Dear Dr. Spilker: 

Subject: Amendment of Basic CSFs to update numerous blocks 
Advantage® Plus 10 for Dogs, EPA Reg No. 11556-128 
Advantage® Plus 20 for Dogs, EPA Reg No. 11556-125 
Advantage® Plus 55 for Dogs, EPA Reg No. 11556-127 
Advantage® Plus 100 for Dogs, EPA Reg No. 11556-130 
Your Submissions dated 9/10/09 

OFFICE OF 
PREVENTION, PESTICIDES 
AND TOXIC SUBSTANCES 

The CSFs dated 9/9/09 as referred to above, submitted in connection with your 
application for registration under the Federal Insecticide, Fungicide, and Rodenticide Act, as 
amended, are acceptable. 

All previously dated Basic CSFs for these products are superseded and are considered 
obsolete. lfyou have any questions, please contact Autumn Metzger at (703) 305-5314 or 
metzger .autumn@epa.gov. 

~ 
Venus Eagle 
Product Manager 01 
Insecticide-Rodenticide Branch 
Registration Division (7505P) 
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FAST-TRACK AMENDMENTS-Completeness Screening Checklist 
Experts In-Processing Signature:~' 1/./ ~--" ="'-Qz'=----

EPAReg.Number: //Sl5b ---c/?..9;. EPAReceiptDate: 

1 

2 

3 

4 

Application Form (EPA- Fonn 8570-1) -signed? 

Confidential Statement of Formula (EPA Form 8570-29)- signed? 

Certification with Respect to Citation of Data (EPA Fonn 8570-34) 
signed? 

Formulator,s 

Cite-All Method? owns 

6 Is Label Inclnded? (5 copies) 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

WASHINGTON, D.C. 20460 

DOUGLAS A. SPILKER, PH.D. 
BAYER HEAL THCARE LLC 
ANIMAL HEALTH DIVISION 
PO Box 390 

September 17, 2009 

SHAWNEE MISSION, KS 66201-0390 

PRODUCT NAME: Advantage Plus 10 for Dogs 
COMPANYNAME: BAYERHEALTHCARELLC 
OPP IDENTIFICATION NUMBER: 
EPA FILE SYMBOL: 11556-128 
EPA RECEIPT DATE: 09116/09 

SUBJECT: RECEIPT OF AMENDMENT 

DEAR REGISTRANT: 

OFFICE OF 
PREVENTION, PESTICIDES AND 

TOXIC SUBSTANCES 

The Office of Pesticide Programs has received your application for an amendment and it 
has passed an administrative screen for completeness. 

During the initial screen we determined that the application appears to qualify for fast 
track review. The package will now be forwarded to the Product Manager for review to 
determine its acceptability for fast track status. 

If you have any questions, please contact Registration Division, Risk Management Team 
1, at (703) 308-8045. 

Sincerely, 

~-~~ 
Front End Processing Staff 
Information Services Branch 
Information Technology & Resources Management Division 
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IFee for Service! f858256C-
~ ------------------' --

This package includes the following ' for Division ' 

o New Registration 0 AD 

~Amendment 
0 BPPD 

~RD 

o Studies? o Fee Waiver? 

ovolpay % Reduction: 
Risk Mgr. OJ 

Receipt No. S-;:::1 =8=58=2=5=6====i 
i EPA File Symbol/Reg. No. I 11556-128 

[ Pin-Punch Date: I 9/16/2009 

'B:: This it~m is NOT subject to FFS actio.n. . .---

-., - 1\ctron-eud-e: •' Parent/Child Decisions: '• 

i Requested: 

Granted: '-~-----' 
Amount Due: $ __ _ . ' 

. i 

. ' 
L__ _____ ---------

:1/ ;f} ~S-=' "'1/t:2T""o==r ~ _ 
~ lnefi:"~~for Intended Use QJ 

Reviewer:~L})J m.a P...< 
Remarks: -~ - (~ 

Uncleared Inert in Product 

Date: ~ ( [ 1-l oq 

232



<> ,~,---"' ,,,, -->> Yi 
Pl~t•6e re•d itutructio,. o~ revene befere comtJietf,... form. Form A roved. OMB No. ?n?o-oo ..••. , 

United Stetos Registration OPP Identifier Number 

.&EPA Environmental Protection Agency Amendment 
Washington, DC 20460 Other 

Application for Pesticide - Section I 
l. Company/Product Number 2. EPA Product Mnnager 3, Proposed Clessificetion 
11556-128 V. Eagle 

IBNone D Restrict&d 
4. Company/Product (Nama) PM# 
Advanlage Plus I 0 for Dogs Team 01 

5. Name and Address of Applicant 1/ncludo ZIP Codoj 6. Expedited Reveiw. In accordance with FIFRA Section 3Jcll3l 
Bayer HealthCare LLC, Animal Health Division (b))i), my product is similar or identical in composition and labeling 
P. 0. Box390 to: 
Shawnee Mission, KS 66201-0390 EPA Reg. No. 

D Chock ff this is snow address Product Name 

Section - II 

0 Amendment· Explain btllow. D Final printed labels in 1ep8onse to 
Agency letter dated 

D Resubmission in response to Agency lettor dated D "Me Too" Applicalion. 

D Nolificotion- Explain below. D Other· Explain below. 

Explanation: Uso edditionol pagnlsl ir nncessery. {Fer section I end Section II.) 

Enclosed for Agency acccplance are 2 copies oflhe Confidenlial Slalcmcnt of Formula, dated 09109109, revised to lower the certified limit 
of the , and updalc aliter information. Please see attached for further informal ion. Minor formula! ion change (no dala lo 
review); Non-PRIA action. 

Section - Ill 
1. Meterlel Thl• Product Will Be Peckeged In: 

Child-Resistant Packaging Unit Packaging Wata1 Solutlla Packaging 2. Type of Conleinar By., By" B 
y., 

~M"•I 
"" No ,!"txt Plastic 

Glass 

• Certification must If "Yes· No. per If "Yes· No. par Paper 
Unil Packaging wgt. conlainar Package wgt containor Other !Specify) 

be submitted 
I 

3, Location of Net Contents Information 4. Siza(sl Retail Conteiner 5. Locotion of Lobel Directions 

0 Lobel 0 Container 
B Onlabel 

On Labeling accompaning product 

6. Manner in Which Label is Affixed to Product §Uihogrsph 0 Other 
Peper ~lued 
Stenci ed 

Section- IV 
I. Conlaot Point !Comploto ;toms d;roctly bolow for idontificot;on of individual to bo contoctod, ff nocossary, to procoss thfs opplication.} 

Nomo Title 'J TelephOft'~ Nq_.,Unclude Aroe Codo) 
Douglas A. Spilker, Ph. D. (doug.spilker.b@baycr.com) Manager, EPA Regulalory Affairs ' p~ 3~268':.2{51" 

' ' ' ' ,! 6. 'bote Applicetion Certification ' ' 
I certify that the statements I hove medo on this form ond ell attochments thoreto ore true, oocurate oOO'C:.'lhip;ote. ~: c c ~~ceiv&d 

' I acknowlodga that any knowlinglly false or mislooding stotomant may be punisheblo by fino or imprisonrnant~Or 
" , (Stamped) 

both under applioeble lew. ' ' < • < ' " ' 
2. SigooMJ Pa/ _4. ' ' 3. Title ' ' ' . " c ' ' c -:. -:.. Manager, EPA Regulalory Affairs ' c''. 

4. Typed Nama U _/ :' " 5. Oate ' v:zo-zry " ' /0 Douglas A. Spilker, Ph. D. 

.. EPA Form 8570-t !Rev. 3-941 Prev10us od1t1ons ere obsoleto. . . Whfte • EPA File C®V (onalnel) Yonow - Applic:-nt Ca 
233
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Via Federal Express 

September 10, 2009 

Document Processing Desk 
(Amend- Non-PRIA Action) 
Office of Pesticide Programs (7504P) 
U.S. Environmental Protection Agency 
Room SA900, One Potomac Yard 
2777 South Crystal Drive 
Arlington, VA 22202-4501 

Attention: Ms. Venus Eagle, PM Team 01 
Registration Division 

Advantage Plus I 0 for Dogs (EPA Reg. 11556-128) 

a. Form 8570-l Application for Amendment 

b. Attachment to Application (3 pages) 

( 

c. Confidential Statement of Formula, dated 9/9/09 (2 copies) 

d. Confidential Statement of Formula, dated 3/08/07 (Supersedes) 

x:moiijfEPADOCIDistri Advan[BJ;C l'luo 10 2009 Sept 9.doc 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON, D.C. 20460 

Douglas A. Spilker 
Bayer Health Care LLC 
Animal Health Division 
P.O. Box 390 
Shawnee Mission, KS 66201-0390 

Dear Dr. Spilker: 

OFFICE OF 
PREVENTION, PESTICIDES 
AND TOXIC SUBSTANCES 

APR 2 0 2009 

Subject: Storage Stability and Corrosion Characteristics; Request for Time-Extension 
EPA Registration No. 11556-125, 11556-127, 11556-128, 11556-130 
Date Submitted: March 12, 2009 

The Agency has received your request to extend the due date for submittal of storage stability 

(830.6317) and corrosion characteristics (830.6320) studies as required by Registration Notices dated 

September 18, 2007 for the products referenced above. These conditions of registration must be 

received by the Agency no later than May 31, 2010. If these conditions are not complied with, the 

registrations will be subject to cancellation in accordance with FIFRA section 6(e). Your release for 

shipment of the product constitutes acceptance of these conditions. If you have any questions regarding 

this letter, please contact me at (703) 306-0415. 

Sincerely, 

jl'~ 
Kable Bo Davis 
Entomologist 
Insecticide-Rodenticide Brach 
Registration Division (7505P) 
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Bayer HealthCare 
Animal Health Division 

Via Federal Express 

March 12, 2009 

Document Processing Desk (NO REGFEE) 
Office of Pesticide Programs (7504P) 
U.S. Environment'!.! Protection Agency 
Room S-4900, One Potomac Yard 
2777 South Crystal Drive 
Arlington, VA 22202-4501 

Attention: Ms. Venus Eagle/PMOl 
Registration Division (7505P) 

Subject: Advantage Plus 10 for Dogs (EPA Reg No. 11556-128) 
Advantage Plus 20 for Dogs (EPA Reg No. 11556-125) 
Advantage Plus 55 for Dogs (EPA Reg No. 11556-127) 
Advantage Plus 100 for Dogs (EPA Reg No. 11556-130) 
Requests for Extension in Time for Submission of 

Storage Stability/Corrosion Studies: 

Dear Ms. Eagle: 

On September 18, 2007, the Environmental Protection Agency granted the 
Conditional Registration of the subject products, based on conditions 
among which was the submission of reports to fulfill the data requirements 
for storage stability (830-6317) and corrosion characteristics (830-6320). 
These data were to be submitted within eighteen months of the date of [the 
registration]. This letter is to request an appropriate extension in time for 
submission of these data to support the continued conditional registration 
of all four (4) products. 

Although the registration of these products for use for flea control on dogs 
was granted, these products have never been produced, packaged or sold. 
As the Agency is aware, the original set of applications included two 
additional products with the identical formulation for use on cats and 
kittens. These registrations (11556~126 and -129) were subsequently 
voluntarily cancelled pursuant to Section 6(f) of FIFRA. Currently 
additional studies are in process to allow for Bayer Animal Health to apply 
for this same formulation to again be registered for use on cats and kittens. 

x:moiijltcncrs/Vcnus Eagle 2009 March.doc 
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Bayer HealthCare LLC 
Animal Health Division 
P.O. Box390 
Shawnee Mission, KS 66201 

Phone: 913 268-2000 
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Ms. Venus Eagle/PMO I I 

Registration Division (7505P) 

Page 2 

March 12, 2009 

It is Bayer's intention to wait to introduce these products as a full product 
line into the marketplace when all of the dog and cat products have been 
granted EPA registration. That is, we have no intention of producing, 
packaging or selling any of the products with this formulation until such 
time as we have submitted and received the new registration of the 
products for use on cats and kittens. All of these products (both dog and 
cat) contain the identical formulation, but packaged differently depending 
on the sizes of the animal. 

As was discussed in the meeting March 5, 2009 with you and Mr. Davis, 
and subsequently agreed to in the e-mail of March 10, 2009 (Kable Davis 
to Doug Spilker), Bayer Animal Health will start the stability and 
corrosion studies to support the registrations of the subject products by 
April!, 2009. We further agree to provide the Agency with a 3-month 
interim report from the stability studies. We therefore request a revised 
due date of May 31, 2010, for the completion and submission of the 
studies to fulfill the data requirements of storage stability (830-6317) and 
corrosion characteristic (830-6320). 

If you need further information or clarification of this request, please call 
me (913-268-2751). 

Douglas A. Spilker. Ph. 
Manager, EPA Regulatory Affairs 
Doug.Spilker.b@Bayer.com 

DAS/lt 

x:moiijl!ettcrs/Venus Eagle 2009 Mareh.doe 
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Mater-Ial to be added to a Mini-Jacket 
(in the case Vl'here an e-Jacket e>:ists) 

Reg. No. 

Send to SIG: checkbox rg 
This mgterial is: 

.::: l~otiiicstion 

€ C)th-:;r: -----------------

' . ' i,.... -,-r-1 ....... -, ,.._ .~ ....... ' 
ttt::>L.I~-<\...l.J'._.!\~. ' . I " ' ' r· d I'. 'h d ma:sna. ''mustoe c.:pp: . a r toge.: er an 

··· ·---thBre-shunld -be-NG-8-T-.b:PtEB-trrthe-materi a I. 
Then give the material with this coversheet to 
staff in the Information Services Center (Room 

230). 

Reviewer's Name: 

Phone: -soeo-oLl\.':1 Division:~~"-'~~--
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#''{EO Sl'".fl(::-d' U.S. ENVIRONMENTAL PROTECTION AGENCY EPA Reg. Number: Date of lssnanec: 

i at, Office of Pesticide Programs 

·~ffi SEP 1 D "0(i7 • 0 Registration Division (7SOSC) .. ' 11556-128 L Ut 

~~l.PRCJ'>~d# t200 Pennsylvania Ave., N. W. 

Washington, D.C. 20460 

NOTICE OF PESTICIDE: 
Tctm of Issuance: 

__x_ Registration 
_Reregistration Conditional 

(under FIFRA, as amended) 
Name of Pesticide Product: 

Advantage Plus 10 for Dogs 

Name and Address of Rcgistraut (include ZIP Code): 

Bayer HealthCare LLC, Animal Health Division 
P.O. Box 390 
Shawnee Mission, KS 66201-0390 

Note: Changes in labeling differing in substance from that acccpk-d in connection with this registration must be submitted to and accepted by the 

Registration Division prior to usc of the label in commerce. In any correspondence on this product always refer to the almve EPA registr.~tion number. 

On the basis of infonnation furnished by tho: rcgistr.~nt, the above named pesticide is hereby registered/reregistered under the Federal Insecticide, Fungicide 

and Rodenticide Act. 

Registmtion is in no way to be conS! rued as an endorsement or recommendation of! his product by the Agency. In order to protect health and the 

environment, the Administrator, on his motion, may at any time suspend or cancel the regislration of a pl'Sticide in accordance with the Act. The acceptance 

of any name in connection with the registration of a product under this Act is not to be construed as giving the registrant a right to exclusive use oftl1e name 

or to its usc if it has been covered by others. 

This product is conditionally registered in accordance with FIFRA section 3( c)(7)(A) provided 
that you: 

l. Submit and/or cite all data required for registration/reregistration of your product when the 
Agency requires all registrants of similar products to submit such data. 

2. Make the following label changes before you release the product for shipment: 
a. Revise the EPA Registration Number to read," EPA Reg. No. 11556-128". 

3. The data requirements for storage stability (830-6317) and corrosion characteristics 
(830~6320) have not been satisfied, and must be submitted within eighteen months of the 
date of this letter. 

Sigv;;;;;_Offif Date: 

SEP 1 3 "N'7 
'-

LUU 

Venus Eagle, Product Manager (01) 
Insecticide-Rodenticide Branch, Re!!istration Division (7505P) 
EPA Fonn 8570 6 . 
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Page2 
EPA Reg. No. 11556-128 

4. Submit one copy of the revised final printed label for the record before you release the 
product for shipment. 

If these conditions are not complied with, the registration will be subject to cancellation in 
accordance with FIFRA section 6( e). Your release for shipment of the product constitutes acceptance of 
these conditions. 

A stamped copy of the label is enclosed for your records. 

Enclosure 

Venus Eagle 
Product Manager (01) 
Insecticide-Rodenticide Branch 
Registration Division (7505P) 
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Reason To Issue: Minor Updates Date: 09/17/07 
_ __ __ ___ _ __ ___ _ _ ___ _ __________________________________________________________ S\lpe_r:se~es' __ 0_7/1_0/0_7 _______ _ 

NOTE TO REVIEWER: [(Brackets and parentheses indicate alternate lanw~)l 
Jlt;I..'EPTED 

(Front Panel) witlt COMMENTS 
In EPA Letter Dated: 

Advantage® Plus I 0 
SEP 1 8 2007 

Topical Solution 

Once-A-Month Topical Treatment for Fleas and Lice 
On Dogs and Puppies 7 Weeks and Older and 10 lbs. and Under 

READ ENTIRE LABEL BEFORE EACH USE 

For the Prevention and Treatment of Flea and Lice Infestations on Dogs 

• Available through licensed practicing veterinarians 
• For usc on dogs and puppies 7 weeks of age and older 
• Advantage Plus contains [imidacloprid], and [an/the] [insect growth regulator] 

[IGR] [pyriproxyfen] [Nylar•]* 
• A single topical application remains effective for at least 4 weeks 
• Convenient, easy to apply topical solution 
• Once a month topical flea treatment for dogs 7 weeks of age or older 
• Advantage Plus is indicated for the prevention and treatment of fleas on dogs 

7 weeks of age and older 
• For the treatment and prevention of flea infestations 
• One treatment prevents further flea infestations for at least 4 weeks 
• Kills 98-100% of the fleas on dogs within 12 hours and continues to prevent 

infestations for at least four weeks 
• Kills fleas before they lay eggs 
• Larval flea stages in the dog's smroundings arc killed following contact with an 

Advantage Plus treated dog 
• Kills larval stages of fleas in the pet's environment 
• Kills 98-100% of fleas within 12 hours of application 
• Stops existing flea infestations by killing adult fleas 
• Prevents reinfestations by killing adult fleas before they lay eggs 
• Prevents flea eggs from hatching 
• Effectively breaks the flea life cycle 
• Effectively targets all [life] stages of[fleas] 
• 3-way flea protection ([kills] [controls] adults, larvae, and eggs) 
• Prevents flea eggs [and flea larvae] from developing into [(biting) (adlilt)] fleas 
• Treatment with Advantage Plus rapidly kills fleas and may reduce the incidence 

ofFlea Allergic Dennatitis [FAD] 

x: moiij/labelspr/ AdvanlagePlus I Od.Doc Page I of 10 
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Reason To Issue: Minor Updates Date: 09117/07 

---------------------------------------------------------------------------------------~~P~-~~~~<:?_: __ Qla_Q~Q-~--------

• Flea adulticide, larvicide, and ovicidc 
• Prevents fleas on treated dogs from infesting (reinfesting) your home 
• Kills fleas often before they bite and may reduce the risk of Canine Vector Borne 

Diseases (CVBD) 
• Kills fleas which may serve as intermediate hosts for tapeworms 
• Kills [(biting) (ehewing)]1iee 
• For treatment and prevention of[(biting) (chewing)] lice [infestations] 
• Stops existing [(biting) (chewing)] lice infestations 
• Dual protection (against fleas and lice) 
• Treats, prevents and controls [(biting) (chewing)] lice [infestations] 
• Provides effective control of[(biting) (chewing)] lice [infestations] 
• Kills [(biting) (chewing)] lice and prevents further infestations 
• For treatment and prevention of infestations with [(biting) (chewing)] lice 
• Remains effective after bathing and/or swimming 
• Remains effective following swimming and/or shampooing 
• Waterproof 
• Remains effective after exposure to rain or sunlight 
• Fragrance (odor) free 
• In child-resistant packaging 

•~>:YLAR"- Registered tmdemark ofMcL1ughlin Gonnley King Co. 

% 
Active Ingredients By Weight 

Imidae1oprid; [CAS 138261-41-3]..................................... 9.10% 

Pyriproxyfen; [CAS 95737-68-1]...................................... 0.46% 

Other Ingredients ......... _ .. _ ................. _____ . . . . . . . . . . . . . . . . 90.44% 

Total .. _._ ................ __ ....................... ______ . . . . . . . . . 100.00% 

KEEP OUT OF REACH OF CHILDREN 

CAUTION 

See Below for First Aid and Precautionary Statements 

PRECAUTIONARY STATEMENTS 
HAZARDS TO HUMANS 

Harmful if swallowed. Causes moderate eye irritation. Avoid contact with eyes or clothing. 
Wash hands thoroughly with soap and wann water after handling. 

x: moiij/labclspr/ AdvantagePiu s I Od .Doc Page2of 10 
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Reason To Issue: Minor Updates Date: 09117/07 
_______ . . . . . . . . . . . ______ . ____________________________________ . _ _. __________________ Su_]le_rse~es_: __ 0_7/ 1_0/02_ ______ _ 

HAZARDS TO DOMESTIC ANIMALS 

For external use only. 
Do not use on puppies under 7 weeks of age. 

As with any product, consult your veterinarian before using this product on debilitated, aged, 
pregnant or nursing animals. IndiVidual sensitivities, while rare, may occur after using ANY 
pesticide product for pets. If signs persist, or become more severe, consult a veterinarian 
immediately. If your animal is on medication, consult your veterinarian before using this or 
any other product. For consumer questions call 1-800-255-6826. For medical emergencies 
call 1-800-422-9874. 

FIRST AID 

IF SWALLO\VED: Call a Poison Control Center or doctor immediately for treatment 
advice. Have person sip a glass of water if able to swallow. Do not induce vomiting unless 
told to do so by the poison control center or doctor. Do not give anything to an unconscious 
person. 

IF IN EYES: Hold eye open and rinse slowly and gently with water for 15-20 minutes. 
Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye. Call a 
poison conh·oJ center or doctor for treatment advice. 

IF ON SKIN: Wash with plenty of soap and water. 

TO PHYSICIAN: Treat tile patient symptomatically. 

([Four] [Six]) 0.014 fl. oz. (OA mL) Tubes 

EPA Est 11556-DEU-1 
EPA Reg. No. 11556-REI 

Manufactured For 

Bayer HealthCare LLC 
Animal Health Division 

Shawnee Mission, Kansas 6620 I USA 

Made in Gennany 
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Reason To Issue: Minor Updates Date: 09/17/07 

---------------------------------------------------------------------------------------~~_1?~-~~~~~~_: __ Q?~!f)/Q'}_ _______ _ 

(Back Panel) 

Advantage® Plus I 0 

Topical Solution 
Fast 

Effective 
Multi-Stage Flea Control 

Once-A-Month Topical Treatment for Fleas and Lice on 
Dogs and Puppies 7 Weeks and Older and 10 lbs. and Under 

• Available through licensed practicing veterinarians 
• Kills fleas within 12 hours 
• Kills reinfesting fleas within 2 hours 
• Prevents reinfestation for up to 4 weeks 
• Convenient, easy to apply 
• Kills adults, larvae, and eggs 
• Kills chewing lice 
• Waterproof 
• In child-resistant packaging 

READ ENTIRE LABEL BEFORE EACH USE 

([Four] [Six]) 0.014 fl. oz. (0.4 mL) Tubes 

x: moiij/!abe!spr/ AdvanJageP!us I Od.Doc Page 4 of 10 
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Reason To Issue: Minor Updates Date: 09117/07 
______ _ _ _ _ _______ -------------------- _ _ _ ___ Superse~es: 07/IQ/07 

(Leaflet) 

Advantage® Plus 10 

Topical Solution 
Once-A-Month Topical Treatment for Fleas and Lice on 

Dogs and Puppies 7 Weeks and Older and 10 lbs. and Under 

READ ENTIRE LABEL BEFORE EACH USE 

For the Prevention and Treatment of Flea and Lice Infestations on Dogs. 

% 
Active Ingredients By Weight 

Imidaeloprid; [CAS 138261-41-3] ................. _................... 9.10% 

Pyriproxyfen; [CAS 95737-68-1] ........ _. _........................... 0.46% 

Other Ingredients . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 90.44% 

Total.. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 100.00% 

KEEP OUT OF REACH OF CHILDREN 

CAUTION 

See Below for First Aid and Precautionary Statements 

PRECAUTIONARY STATEMENTS 
HAZARDS TO HUMANS 

Hannful if swallowed. Causes moderate eye irritation. A void contact with eyes or clothing. 
Wash hands thoroughly with soap and warm water after handling. 

x:moiij/labelspr/ AdvamageP Ius I Od.Doc Page 5 of 10 
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Reason To Issue: Minor Updates Date: 09/17/07 

~~~~ ~ ~ ~ ~~~ ~ ~~ ~ ~ ~~ ~ ~~ ~ ~~~ ~ ~~~~~~~ ~~~~ ~~ ~~~ ~~~ ~~~ ~ ~~~~~ ~~~~~~~~ ~~ ~~ ~ ~~ ~ ~~~ ~~ ~~~~~ ~ Supe~rse(ies: 07/10/07~ ~~ ~ 

HAZARDS TO DOMESTIC ANIMALS 

For external use only. 
Do not use on puppies under 7 weeks of age. 

As with any product, consult your veterinarian before using this product on debilitated, aged, 
pregnant or nursing animals. Individual sensitivities, while rare, may occur after using ANY 
pesticide product for pets. If signs persist, or become more severe, consult a veterinarian 
immediately. If your animal is on medication, consult your veterinarian before using this or 
any other product. For consumer questions call 1-800-255-6826. For medical emergencies 
call 1-800-422-9874. 

FIRST AID 

IF SWALLOWED: Call a Poison Control Center or doctor immediately for treatment 
advice. Have person sip a glass of water if able to swallow. Do not induce vomiting unless 
told to do so by the poison control center or doctor. Do not give anything to an unconscious 
person. 

IF IN EYES: Hold eye open and rinse slowly and gently with water for 15-20 minutes. 
Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye. Call a 
poison control center or doctor for treatment advice. 

IF ON SKIN: Wash with plenty of soap and water. 

TO PHYSICIAN: Treat the patient symptomatically. 

DIRECTIONS FOR USE 

It is a violation of Federal Law to use this product in a manner inconsistent with its labeling. 

x:moiij/Jabelspr/ AdvaniagePJus I Od.Doc Page 6 of 10 
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Reason To Issue: Minor Updates Date: 09/17/07 

. • • . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . • . • •..•...................................... _S ~pe_rse~es' .. 0_711_010_7 ....... . 

HOW TO OPEN [4-Pack] 

1. To open the blister, prepare blister card piece containing only one cavity/tube by 
cutting off a section of the blister card. 

2. Do not cut close to the blister cavities. 
3. Cut into the blister cavity across the small side close to the cap of the tube. 
4. Peel off the cover foil and take out the tube. 
5. Repeat steps I to 4 for each tube. 

HOW TO OPEN [6-Pack] 

I. Take a pair of scissors and cut blister card in the center of the long side into two equal 
portions with 3 cavities/tubes each. 

2. Do not cut close to the blister cavities. 
3. The two halves of the blister card can now be separated into 3 pieces with one 

cavity/tube each. 
4. To Qpen the blister, prepare blister card piece containing only one cavity/tube. 
5. Cut into the blister cavity across the small side close to the cap of the tube. 
6. Peel off the cover foil and take out the tube. 
7. Repeat steps 4 to 6 for each tube. 

HOW TO APPLY 

I. Use only on dogs. Do not use on other animals. 

2. Remove one applicator tube from the package. See "HOW TO OPEN" section. 

3. Hold applicator tube in an upright position. Pull cap offtube. 

4. Tum the cap around and place other end of cap back on tube. 

x:moiij/labelspr/ AdvantagePlus I Od.Doc Pagc7of 10 
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Reason To Issue: Minor Updates Date: 09/17/07 

__________ ---------------------------------------------------------------------------S\lpe_rsc~csc_0]/10/0_7 _______ _ 

5. Twist cap to break seal, then remove cap from tube. 

6. The dog should be standing for easy application. Part the hair on the dog's back, 
between the shoulder blades, until the skin is visible. Place the tip of the tube on the 
skin and squeeze the tube twice to expel the entire contents directly on the skin. 

Do not get this product in your pet's eyes or mouth. 

7. Discard empty tube as described in Storage and Disposal. 

The successive feediltg activity of fleas on pets frequently elicits a hypersensitivity skin 
disorder known as flea allergy dermatitis (FAD). Treatment of pets with Advantage® Plus 
rapidly kills fleas and reduces the incidence of this condition. 

Advantage® Plus kills 98-100% of the existing fleas on pets within 12 hours. Reinfesting 
fleas are killed within 2 hours with protection against further flea infestation lasting for up to 
four (4) weeks. Pre-existing pupae in the environment may continue to emerge for six 
(6) weeks or longer depending upon the climatic conditions. 

Fleas, eggs and larvae in the pet's sunoundings are killed following contact with an 
Advantage® Plus treated pet. Advantage® Plus provides multi-stage flea control effectively 
breaking all flea life-cycle stages for quick and lasting control of flea populations. 

Advantage® Plus kills adult fleas quickly, inhibits the development of immature flea life 
stages and prevents them from reaching the biting adult stage. 

x:moiij/!abclspr/ AdvantagePh1s! Od.Doc Page 8 of 10 
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Reason To Issue: Minor Updates Date: 09/17/07 

······-·····-····----------------------------------------------------------------------~~~1?~-~~~~~~-: __ Q_~~!.Q~Q? _______ _ 

Advantage® Plus is waterproof and remains efficacious following a shampoo treatment, 
swimming or after exposure to rain or sunlight 

Monthly treatments are required for optimal control and prevention of fleas. 

If re-treatment becomes necessary earlier than four weeks, do not re-treat more than once 
weekly. 

STORAGE AND DISPOSAL 

Do not contaminate water, food or feed by storage or disposal. 

If Empty: Do not reuse this container. Place in trash or offer for recycling if available. 
If partly filled: Call your local solid waste agency or (1-800-422-9874) for disposal 
instructions. Never place unused product down any indoor or outdoor drain. 

LIMITED WARRANTY AND LIMITATION OF DAMAGES 

Bayer HealthCarc LLC, Animal Health Division warrants that this material confonns to the 
chemical description on the label. TO THE EXTENT CONSISTENT WITH APPLICABLE 
LAW, BAYER MAKES NO OTHER EXPRESS OR IMPLIED WARRANTY, 
INCLUDING ANY OTHER EXPRESS OR IMPLIED WARRANTY OF FITNESS OR 
MERCHANTABILITY, and no agent of Bayer is authorized to do so except in writing with a 
specific reference to this wananty. Any damages arising from a breach of this warranty shall 
be limited to direct damages and shall not include consequential commercial damages such 
as loss of profits or values, etc. 

EPA Est. 11556-DEU-1 

EPA Reg. No. 11556-REI 

Manufactured for Bayer HealthCare LLC 
Animal Health Division 

Shawnee Mission, Kansas 66201 USA 

x: moiij/labelspr/ AdvantagePlus I Od.Doc Page 9 of 10 
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Reason To Issue: Minor Updates Date: 09117/07 

---------------------------------------------------------------------------------------~~~P~-~~~~~~_: __ Q7_(!Q~Q7_ _______ _ 

(Label on Individual Tube) 

Advantage® Plus I 0 

9.10% Imidacloprid 

0.46% Pyriproxyfen 

0.0!4 fl. oz. (0.4 mL) 

EPA Reg. No. 11556-REI 

CAUTION 

Keep Out of Reach of Children 

Read The Entire Label Before Use 

BAYER 

Lot No. 0000000 

x:moiijllabelspr/ AdvantagePlus I Od.Doc Page 10 of 10 
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Doug Spilker 
<doug.spilker.b@bayer.com> 

To Kable Davis/DC/USEPA/US@EPA 

ee 

09/17/2007 05·.19 PM 

Bo, 

bee 

Subject Revised Labels tor Advantage Plus Dogs (File Symbols 
11556-REI, -REL.- RET,- RGN) 

All the attached labels, text dated 09/17/07, have had minor corrections made to them, and are outlined in 
the table below. These draft labels replace those on file and pending review for File Symbols 11556- REI, 
-REL, -RET and- RGN. 

,,:· :Paoe·.·:·.:;- Chanqe' ,,.,,., 
1 Bullet 15 -removed "rapidiV' 
2 Bullet 5- replaced "[{biting) (chewing)] lice," with "fleas" and 

reordered bullets, Replaced "Inert" with ''Other" in active 
inqredient statement 

3 Chanoed medical emer encv number 
4 Removed "onlv"from first bullet 
5 Added "s"to infestation; '1nert"to "Other." 
6 Cha nq ed medical e me rqe ncv number 
7 I>Jo cllanQes 

8 No chanqes 
9 Added word "waterproof' in !he shampooing/ swimming 

statement; corrected STORAGE and DISPOSAL statement 
according to PR 200 1-6; revised warranty statement per EPA 
rea uest. 

10 No chanqes 

Please carr if you have questions or wish to discuss these labels. 

best regards, 

Doug 

Doug Spilker Ph.D. 
Manager- EPA Reg. Affairs 
BAYER HEALTHCARE LLC 
ANIMAL HEALTH 
Office: +1 913-268-2751 
Mobile: +1 816-506-3102 
Fax: +1 913-268-2135 
Email: doug.spilker.b@bayer.com 

Address: 
P.O. Box390 
Shawnee Mission, KS 66201-0390 
Country: USA 

Bayer Animal Health "Powered by People, Driven by Science" 
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-- -- --- ----·---
The information contained in this e-mail is for the exclusive use of the intended reclpient(s) and may be confidential, proprietary, 
and/or tegally privifeged. Inadvertent disclosure ot this message does not constitute a waiver of any privilege. ff you receive this 
message in error, ptease do not directly or indirectly use, print, copy, forward, or disclose any part of this message. Please also 
delete this e-mail and aft copies and notify the sender. Than/( you. 

For alternate languages please go to htto:/lbaverdisclaimer.baverweb.com 

liSe> liSe, -' liSe\ l.t41 :A%1 :~ --~ 
AdvantagePius 1 ODd. pdf AdvantagePius1 Od. pdf AdvantagePfus20d. p:lf AdvanlagePius55d.pdf 
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Bayer HealthCare 
Animal Health Division 

Via Federal E:xpress 

July 10,2007 

Document Processing Desk (NO REGFEE- Additional Information) 
Office of Pesticide Programs (7504P) 
U.S. Environmental Protection Agency 
Room SA900, One Potomac Yard 
2777 South Crystal Drive 
Arlington, VA 22202-4501 

Attention: 

Subject: 

Mr. Bo Davis- Registration Division 

Pending Applications for the Registration of 
Advantage® Plus I 0, 20, 55, and I 00 Products 
(EPA File Symbols 11556-REI, REL, RET, and RGN) 
for pest control on dogs and Advantage® Plus 9 and 18 
Products for pest control on cats (File Symbol 
Nos. 11556-REA and 11556-REO) 

Dear Mr. Davis: 

{ . 

Pursuant to 40 CFR 157.34, "The registrant of a pesticide product required 
to be in child-resistant packaging shall certify to the Agency that the 
package meets the standards of§ 157 .32." 

The subject pending applications for registration are for products which 
will be required to be in child-resistant packaging. Accordingly, please 
find enclosed with this cover letter six separate CRP certification letters 
for the respective subject products. 

If you have any questions, please do not hesitate to call me at 
(913) 268-2751. 

Doug] . Spilker. Ph. 
Manager, EPA Regulatory Affairs 
Doug.Spilker.b@Bayer.com 

DAS/lt 

Enclosures: Six Certification Letters 

x:moiijl!ctters/EP A AdvnntJgcPius2007 July I O.doc 

Bayer HealthCare LLC 
Animal Heallh Division 
12707 Shawnee Mission Parkway 
Shawnee Mission, KS 66216-1846 
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Bayer HealthCare 
Animal Health Division 

Via Federal E).press 

July I 0, 2007 

( 

Document Processing Desk (NO REG FEE- Additional Information) 
Office of Pesticide Programs (7504P) 
U.S. Environmental Protection Agency 
Room S-4900, One Potomac Yard 
2777 South Crystal Drive 
Arlington, VA 22202-4501 

Attention: 

Subject: 

Mr. Bo Davis 
Registration Division 

Advantage® Plus I 0 (EPA File Symbol 11556-REI) 
Child-Resistant Packaging Certification 

Dear Mr. Davis: 

I certify that the packaging that will be used for this product meets the 
standard of 40 CFR 157.32. 

Sincerely, 

§;~-~~ 
F. Terry MeN amara 
Director 
Preclinical Development and EPA Regulatory Affairs 

FTM:DASnt 

x:moiijllcttcrsiEPA AdvamageP]u$]0 2007Julyl O.doc 

Bayer HeallhCare u_c 
Animal Health Division 
12707 Shawnee Mission Parkway 
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CHILD-RESISTANT PACKAGING REVIEW 
Technical Review Branch 

IN 07/10/2007 OUT QB!§L?.QQL_ 
~,;;t'~ 

RD, TRB, Reviewed by Rosalind L. Gross ,0,8/"'6"/2.,0,0:L7 ___ _ 

EPA Reg. No. or File Symbol 11556-REI 

DP Barcode D341440 see also D338713 

Decision# 215323 
EPA Petition or EUP No.----

Date Division Received 04/05/2007 

Type Product(s) Insecticide {flea product) 

Data Accession No(s). 470894-00 {cover letter), 470894-07, 08, 09, 10 
Note this data was submitted to cover EPA Reg No. 

11556-REA also 

Product Mgr./Chemical Review Mgr/Contact Person RM 01 {Kable Davis) 
Division ,.,R,D,__ __ 

Product Name(s) Advantage Plus 10 for Dogs 

Company Name( s) Bayer Healthcare LLC 

Submission Purpose Review of 4 CRP studies to determine if they are adeguate 
to support CRP certification for retail size of 4 and 6 tube 
blisters of nonchild-resistant tubes {1 ml size and 0.4ml fill 
level). 

Active lngredient(s), PC code, & % lmidacloprid 9.1% 
Pyriproxvten 0.46% 

Summary of Findings 

The child-resistant packaging, CRP, certification (July 10, 2007) submitted is 
acceptable. Child Study 4 tube blister 0.4 ml size (GLM 27022, MRID 470894-07) was 
a pass according to the child sequential test in 16 CFR 1700.20. Senior Adult Use 
Effectiveness, SAUE, Study 4 tube blister 0.4 ml size (GLM 27022, MRID 470894-08) 
was a pass of the Senior Adult test in 16 CFR 1700.20. Child Study 6 tube blister 0.4 
ml size (GLM 27023, MRID 470894-09) was a pass according to the child sequential 
test in 16 CFR 1700.20. Senior Adult Use Effectiveness Study 6 tube blister 0.4 ml 
size (GLM 27023, MRID 470894-10) was a pass ofthe Senior Adult test in 16 CFR 
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1700.20. 

In conclusion all the requirements for CRP have been met for this product. 
However, the directions on opening the package given to the senior during 
testing for the 4 and 6 tube blisters must be the same directions given to 
consumers. These directions are on the label for this product, which was dated 
July 10, 2007. Additionally, should any human experience/epidemiological evidence 
indicate a problem once the product is in the marketplace, the Agency reserves the 
right to question the child resistance of the package involved. 

Package 

The package is a plastic blister with a foil backing containing either 4 or 6 tubes 
of product. The blister is the child-resistant packaging not the individual tubes. 

Toxicity 

2 

The toxicity of the product, which contains 9.1% lmidacloprid and 0.46% 
Pyriproxyfen, is based on toxicity data for a 9.1% lmidacloprid and 0.9% Pyriproxyfen 
formulation. The acute oral LDso was 1 OOOmg/kg for the female rat and 1283mg/kg for 
the male rat per MRID 45096904. The female rat acute oral LD50 1 OOOmg/kg was used 
for purposes of CRP. The toxic or harmful amount for an 11.4 kg child is 11.4g 
(1 OOOmg/kg x 11.4kg), which is 10.4ml of product (11.4g divided by 1.092g/ml). For a 
tube with 0.4 ml of product a toxic or harmful amount is 26 tubes. For CRP testing a 
child failure is 9 tubes per 16 CFR 1700.20. Another acute oral LDso study MRID 
470894-11 (9.0% lmidacloprid and 0.48% Pyriproxyfen) was submitted to confirm CRP 
was required for the product. This study indicates an acute oral LDso 1 098mg/kg for the 
female rat, which means 12.5g or 11.4ml is a toxic or harmful amount for an 11.4kg 
child. Therefore a child failure remains 9 tubes per 16 CFR 1700.20. 

Company Data 

The company submitted a CRP certification and two Child-Resistant 
Effectiveness and two Senior Adult Use Effectiveness studies to demonstrate the 4 
tube and 6 tube blister cards were child-resistant packaging. 

Child Study 4 tube blister 0.4 ml size (GLM 27022, MRID 470894-07) involved 
giving each child 3 blister cards with 4 tubes (1 ml size tube) each containing 0.4 ml of 
water at the start of the test. A child failure was defined as access to 9 blister cavities 
as the blister card was the child-resistant feature. The results were one child failure. 

Senior Adult Use Effectiveness Study 4 tube blister 0.4 ml size (GLM 27022, 
MRID 470894-08) involved having the test subjects open one blister cavity during a 5 
minute test period and a one minute test period. Scissors were made available during 
testing. The results of the study were 100% SAUE. 
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Child Study 6 tube blister 0.4 ml size (GLM 27023, MRJD 470894-09) involved 
giving each child 2 blister cards with 6 tubes (1 ml size tube) each containing 0.4 ml of 
water at the start of the test. A child failure was defined as access to 9 blister cavities 
as the blister card was the child-resistant feature. The results were no child failures. 

Senior Adult Use Effectiveness Study 6 tube blister 0.4 ml size (GLM 27023, 
MRID 470894-10) involved having the test subjects open one blister cavity during a 5 
minute test period and a one minute test period. Scissors were made available during 
testing. The results of the study were 99% SAUE. 

Analysis of Data and Conclusion 

The CRP certification (July 10, 2007) submitted is acceptable. 

Child Study 4 tube blister 0.4 ml size (GLM 27022, MRJD 470894-07) involved 
giving each child 3 blister cards with 4 tubes (1 ml size tube) each containing 0.4 ml of 
water at the start of the test. A child failure was defined as access to 9 blister cavities 
as the blister card was the child-resistant feature. The results were 1 child failure, 
which was a 51 month old male child that accessed 9 blister cavities. Additionally, one 
child accessed 4 blister cavities, two children accessed 2 blister cavities each, and 
three children accessed one blister cavity each. There was an error in calculating the 
age of one male child who was actually 52 months old and not 43 months old. 
However, the error will not effect the conclusion of the study, that the package is child
resistant. This study was a pass according to the child sequential test in 16 CFR 
1700.20. 

Senior Adult Use Effectiveness Study 4 tube blister 0.4 ml size (GLM 27022, 
MRID 470894-08) involved having the test subjects open one blister cavity during a 5 
minute test period and a one minute test period. Scissors were made available during 
testing because the test directions given to the seniors called for the use of a cutting 
tool. The results of the study were 100% SAUE. There was an error in calculating the 
age of one female who was actual 62 years old and not 67 years old. However, the 
error will not effect the conclusion of the study that the package is SAUE. The study is 
a pass of the Senior Adult test in 16 CFR 1700.20. 

Child Study 6 tube blister 0.4 ml size (GLM 27023, MRID 470894-9) involved 
giving each child 2 blister cards with 6 tubes (1 ml size tube) each containing 0.4 ml of 
water at the start of the test. A child failure was defined as access to 9 blister cavities 
as the blister card was the child-resistant feature. The results were no child failures, 
but one child accessed 3 blister cavities and two children accessed one blister cavity 
each. This study was a pass according to the child sequential test in 16 CFR 
1700.20. 
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Senior Adult Use Effectiveness Study 6 tube blister 0.4 ml size (GLM 27023, 
MRID 470894-10) involved having the test subjects open one blister cavity during a 5 
minute test period and a one minute test period. Scissors were made available during 
testing because the test directions given to the seniors called for the use of a pair of 
scissors. The results of the study were 99% SAUE, one 54 year old female failed 
during the one minute test period. There was an error in calculating the age of one 
female who was actual 53 years old and not 52 years old. However, the error will not 
effect the conclusion of the study that the package is SAUE. The study is a pass of 
the Senior Adult test in 16 CFR 1700.20. 

In conclusion all the requirements for CRP have been met for this product. 
However, the directions on opening the package given to the senior during 
testing for the 4 and 6 tube blisters must be the same directions given to 
consumers. These directions are on the label for this product, which was dated 
July 10, 2007. Additionally, should any human experience/epidemiological evidence 
indicate a problem once the product is in the marketplace, the Agency reserves the 
right to question the child resistance of the package involved. 
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Bayer Studies for CR Blister with Tubes Chart 

llmidacloprid 9.1% and Pyriproxyfen 0.46% 

I 
EPA# Toxic/Harmful Amt Child ml in 4 tube blister 6 tube blister CRP Data CRP 

I Failure tube Cert 

~· I SAUE CRE SAUE CRE 

111556-REL Acute oral LD50 = 1098 9 1 100% 0 Fail 99% 0 Fail Yes Ok 
mg/kg female rat 0338715 tubes 
EPA Reg No 11556-REA 
MRID 470894-11 July 2007. 
Toxic/harmful amount 11.4 

I kg child = 12.5g=11.4ml 

111556-REA Acute oral LD 50 = 1098 9 0.4 100% 1 Fail 99% 0 Fail Yes Ok 
I mg/kg female rat 0338715 · tubes 

EPA Reg No 11556-REA 
MRID 470894-11 July 2007. 
Toxic/harmful amount 11.4 
kg child= 12.5g=11.4ml 

~ 

1
1
1556-REO Acute oral LD50 = 1098 9 0.8 Pass Pass Pass Pass use REL Ok 
I mg/kg female rat 0338715 tubes and REA 

EPA Reg No 11556-REA 
Data MRID 4708g4-11 July 2007. 

Toxic/harmful amount 11 A 
kg child= 12.5g=11.4ml 
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Bayer HealthCare 
Animal Health Division 

Via Federal Express 

July I 0, 2007 

Document Processing Desk (NO REGFEE- Additional Information) 
Office of Pesticide Programs (7504P) 
U.S. Environmental Protection Agency 
Room S-4900, One Potomac Yard 
2777 South Crystal Drive 
Arlington, VA 22202-4501 

Attention: 

Subject: 

Mr. Bo Davis 
Registration Division 

Advantage® Plus 10 (EPA File Symboi11556-REI) 
Child-Resistant Packaging Certification 

Dear Mr. Davis: 

I certify that the packaging that will be used for this product meets the 
standard of40 CFR 157.32. 

Sincerely, 

§;{' ·11t_~ 
F. Terry~amara 
Director 
Preclinical Development and EPA Regulatory Affairs 

FTM:DAS/It 

x:moiijllctlers!EPA AdvantagePlusl 0 2007JulyJO.doc 

Bayer HealthCare LLC 
Animal Heallh DMsion 
12707 Shawnee M1sslon Parkway 
ShaYmee Mis~on, KS 66216·1846 
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EFFICACY REVIEW 

PRODUCT: Advantage Plus 10 for Dogs, Advantage Plus 20 for Dogs, 
Advantage Plus 55 for Dogs, Advantage Plus 100 for Dogs 

FILE SYMBOL: 11556-REI, 11556-REL, 11556-RET, 11556-RGN 

DATE: August 6, 2007 

DP BARCODE: 0342416,0342417,0342418,0342419 

DECISION NUMBER: 215323,215314, 215321,215493 

GLP: No 

CHEMICAL: Imidacloplid (9.1 %) 

CHEMICAL NUMBER: 129099 

PURPOSE: Review data to suppmi the addition of dog lice 
(Trichodectes canis) 

MRID: 47!90401. Doyle, J., Egan, T. (2006) A Conh·olled 
Randomised Study to Evaluate the Efficacy of Advantage 
Against a Natural Infestation of Dog Lice (Trichodectes 
canis) Following a Single Topical Administt·ation to Adult 
Mixed Breed Dogs: Final Study Report. Project Ntunber: 
144/914,75950. Unpublished sbrdy prepared by Charles 
River Laboratories BioLabs Europe. 130p. 

TEAM REVIEWER: Kable Bo Davis 

EFFICACY REVIEWER: Kable Bo Davis, M.S., Entomologist~~> 
SECONDARY 'S ~ (,- 0/ 
EFFICACY REVIEWER: Joanne Edwards, M.S., Entomologist 

BACKGROUND: 
Advantage Plus 10, Advantage 20, Advantage 55 and Advantage 100 are ready~ 

to-use spot on treatments for dogs intended for the month long control of fleas and lice. 
The proposed labels contained the following label claims concerning lice: 

1. Once~ A-Month Topical Treatment for Fleas and Lice 
2. Kills [(biting) (chewing)] lice 
3. Kills [(biting) (chewing) lice, which may serve as intennediate hosts for 

tapeworms (Dipylidium caninum) 
4. Kills [(biting) (chewing)] lice and prevents further infestations 

I 
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DATA REVIEW: 

( I 

' 

11te following data review is comprised of explanations of matetials and methods, 
and a summation of expe:timental results containing tables with refonnatted data. 

47190401. Doyle, J., Egan, T. (2006) A Controlled Raudomised Study to Evaluate 
the Efficacy of Advantage Against a Natural Infestation of Dog Lice (Trichodectes 
canis) Following a Single Topical Administration to Adult Mixed Breed Dogs: Final 
Study Rcpoti. Project Number: 144/914, 75950. Uupnblished study prepared by 
Charles River J..Jaboratories BioLabs Europe. 130p. 

The expetimental design consisted of separating 20 dogs into two groups often 
containing both males and females. All dogs included in the study were naturally 
infested with dog lice (Trichodectes canis) and had a minimum of 10 infesting lice. 
Group I acted as a control, while dogs within the second group were treated (via spot 
treatment) with 0.1 mL/kg bodyweight of Advantage on day 0. Observations on efficacy 
were taken on days 1, 2, 7, 14, 21,28 and 36. 

Results: 

Table 1. Lice Counts 
Group Totn ·of LiCe 

Day- Day-_ Dfy n;y Day' D•y Day i ~'t i 3. . 7. 

* 
2l 

. 50 - 86 92 52 ~ 2 - - 7C 66 63 -
3 21 29 54 9 3 0 0 0 
4 w 

* 
0 0 

Control 5 it 6 -. - 88 9' 
8 31 46 13 42 
9 99 94 

- 1 u 0 0 0 
- 14 4 0 0 
- 16 0 

Treatment 91 20 0 0 
68 0 0 0 

59 47 0 0 0 0 
- 42 " 0 0 0 0 

73 41 0 0 0 0 0 
10 4. 35 _4 0 0 0 0 0 0 

2 
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Table 2 Efficacy Results . • 
Day 

I ·. 
, %Efficacy 
'·. I.Uean) 

1 91% 
2 ' 98% 
7.' •. 100% . 

100% 14 
..• 2t .·•' 100% 

. 28' 100% 
. ·' 36. 100% 

The percent efficacy ranged from 91% (I day) to I 00% (days 7- 36). 

RECOMMENDATIONS: 
The subtnitted data support the addition of biting or chewing lice to prochiCts: 

11556-REI, 11556-REL, 11556-RET and 11556-RGN. The following recommendation 
applies: 

I. Revise the label claim "Kills [(biting) (chewing) lice, r11hich may serve as 
intermediate hosts for tapeworms (Dirzvlidium caninum)" to read "Kills fleas, 
which may serve as intermediate hosts for tapeworms". 

. .. 

3 
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lUi, OMR No. ~070- ,_,._, Pfe.utt r••d ;,.rructitJ,. en,..,.,.. b11ftJrt1 ..... rtDiet/. form. F =A 

Print Form 

Unit11d Stotas El Registration OPP Identifier Number 

&EPA Environmental Protection Agency Amendment 
Washington, OC 20450 Other 

C1 ::t~ Application for Pesticide - Section I 
t. Company/Product Number 2, EPA Product Manegor 3. Proposed Classification 
11556-REI Tom Harris 

~NoM D Restricted 
4. Company/Product !Nama) PMI 

Advantage Plus I 0 for Dogs Acting PM! 

5. Nome end Addross of Applicant {lncludo ZIP Code/ 6. Expedited Reveiw. In accordance with FIFRA Section 3{clt3l 
Bayer HealthCare LLC. Animal Health Division (bllil. my product is similar or identical in composition and labeling 
P.O. Box 390 to: 
Shawnee Mission, KS 66201-0390 EPA Reg. No. 

D Chock if rhfs is a new address Product Name 

Section - II 

0 Amondmont • Explain below. 0 Final printed labels in ropoomro to 
Agency loner doted 

0 Rasubmission in rosponse to Agency letter doted 0 •Mo Too• Application. 

0 Notilication ·Explain below. 0 Other- Exploin below. 

Explanation: Uso edditionel page lsi if nocessory. !For s11ction I and Section 11.1 

Non-fast Track Amendment (review of data); Proposed fee category: R34, CR No. 89. Action: Modification of the Label. Justification: 
Although this action is pending & should be grandfathered·in, we agree to a Val-Pay Action. See attached for additional explanation. 

-Section - Ill 
1. Materiel Thi• Product Will Be Packaged In: 

Child-Resistent P11ckaging Unit Packaging Water Solubl11 Packaging 2. Typo of Contoiner 

~y" @y" ~ 
y, ~Motol 

No No ~-xt 
Pie otic 
Glass 

• Certification must If •yes" No. per If "Yes" No. per Paper 
Unit Pock11ging wgt. container Pockog11 wgt contain or Othor ISpocify) 

be submitttJd 
I 

3. location of Not Contonts Information 4. Size(s) Retail Container 5. Location of Lebel Directions 

~ Lobel 0 Container 4/6-0.4 mL tubes EK:3 On Label 
On Labeling accompaning producl 

6. Manner in Which Label is Affixed to Product § Lilhograph ~ Other See attachment 
Pep11r 81ued 
Stenci ad 

Section - IV 
t. Contact Point JComp{llto rtums dfract{y below for idfJntfficotion of fndivfdual to bo contacted. ff nocossury, to procoss thfs spplfcstfon./ 

Name Title Telephone ~o. (ln::ludo Area Coda[ 
Douglas A. Spilker (doug.spilker.b@bayer.com) EPA Regulatory Manager « 0~!-268-:iJSot c~ 

' ' • 

' ' . 
Certification ' 6. Oato Application 

I certify that tho statements I have made on this form and all attachments thereto ora truo, accuroto ond<c'o?TMi~o. Roc!livttd 

lecknowladge that any knowlinglly false or misleoding stetomont may be punishoblo by fine or imprisonmerit<O!" 0 

' , , ':~tamped} 
both under epplicoblo law. ' ~· <·<":- ' ' ' < ' . 

2. Signature 3. Title . ' • 
'·' < ~ < 

!F.!}?Jh/lk~; -£,. i?ntX,b s,:l~ 
' ('' 

EPA Regulatory Manager • ' ' ('' 
. " • 

4. Typed Name J 5. Deto . ' 
" 

Douglas A. Spilker March 8, 2007 

.. - ,_ --EPA Form 8570·11Rev. 3 941 PreVIous od1t1ons oro obsoloto. Whtte EPA File Coov (ongJnel) Yellow Applicant Co 
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Bayer HealthCare 
Animal Health Division 

Via Federal Express 

March 8, 2007 

Document Processing Desk (REGFEE) 
Office ofPesticide Programs (7504P) 
U.S. Environmental Protection Agency 
Room S-4900, One Potomac Yard 
2777 South Crystal Drive 
Arlington, VA 22202-4501 

Attention: 

Subject: 

Mr. Tom Harris 
Registration Division 

Pending Applications for the Registration of 
Advantagel.!l

1 
Plus 1 0, 20, 55, and 100 Products 

(EPA File Symbols 1!556-REI, REL, RET, and RGN) 
for pest control on dogs and Advantage® Plus 9 and 18 
Products for pest control on cats (File Symbol 
Nos. 1!556-REA and 1!556-REO) 

Dear Mr. Harris: 

Enclosed with tl1is cover letter are revised draft labeling with appropriate 
supporting documents for the pending registrations of Bayer's Advantage® 
Plus products for pest control on cats (EPA Files Symbols 11556-REA, 
and !1556-REO), and dogs (EPA File Symbols 11556-REI, 11556-REL, 
11556-RET, and 11556-RGN). The purpose of this cover letter is to 
provide an explanatory overview of the submission which may aid in the 
processing of the enclosed information and respective applications. 

The time of the original submission, April 1 0, 2000, predates PRlA and as 
pending actions should be "grandfathered." However, we agree to make 
all six related actions Val-Pay Actions, and we will pay the appropriate 
fees. 

470892-00 

Bayer HealthCare LLC 
Animal Health Division 
12707 Shawnee Mission Parkway 
Shawnee Mission, KS 66216-1846 
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Mr. Tom Harris 
Document Processing ( ;k (REGFEE) 
Office of Pesticide Programs (7504P) 
U.S. Environmental Protection Agency 

Page2 
' March 8,2 I 

Briefly, the most significant item previously preventing the registrations 
was that the products had to be in Child-Resistant Packaging (CRP). TI1e 
packaging scheme for all six registrations is similar, and the CRP testing 
data for the various sizes are enclosed. The testing design to satisfy the 
requirements for aU product presentations was developed with the 
agreement of the Agency's expert, Dr. Rosalind Gross. In addition, to 
support a 9-week kitten label, the reports on three kitten studies and an 
overall summary (included in the two kitten/cat product applications) are 
enclosed. These items are discussed in more detail later. 

On April l 0, 2000, Bayer HealthCare LLC, Animal Health Division 
submitted draft labels and appropriate documents for the subject 
registration actions. The Agency reviewed these documents and 
responded on a number of items, such as requiring the products to be 
marketed in Child-Resistant Packaging (CRP). Bayer responded to some 
of the items, but did not on others. We acknowledge that there has been 
quite a lag in activity with this action, mostly due to changing marketing 
focus, and the need to generate Child-Resistant Packaging. However, 
Bayer Healthcare has renewed interest in these products, and the enclosed 
and accompanying information is in reply to the Agency's comments 
and/or to support proposed revisions to the pending actions. 

The insecticide formulation is identical for all six products. The six 
application/products differ in terms of use directions for cats or dogs 
and/or different dose/container sizes for different sizes of cats and dogs. 
All of the products control one pest -fleas. These products are similar to 
the Advantage products (Advantage® 9, EPA Reg. No. 11556-116; 
Advantage® 18, EPA Reg. No. 11556-118; Advantage® 10, EPA Reg. No. 
11556-117; Advantage® 20, EPA Reg. No. 11556-119; Advantage® 55, 
EPA Reg. No. 11556-120; and Advantage® 1 00, EPA Reg. No. 11556-
122), except a small amount (0.46%) of a very effective insect growth 
regulator, pyriproxyfen, has been added to enltance efficacy against flea 
eggs. \Vhereas Advantage® was efficacious against larval and adult fleas, 
the new combination product is effective against flea larvae, adult fleas, 
and f] ea eggs. 

The method of application is the same for all six products and is the same 
application method as for the currently registered Advantage® products. 
The insecticide fonnulation is applied from an individual tube to dogs or 

X::moiij/ AdvnntagcPJusSubmission!EP A AdvantngcPJus2007M nr dns ltr.doc 
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Mr. Tom HmTis ~ 

Document Processing( Jk (REGFEE) 
Office ofPesticide Programs (7504P) 
U.S. Environmental Protection Agency 

Page 3 ( 
March 8, 2vJ7 

cats to a localized area on the skin between the shoulders or on the neck to 
control fleas. For large dogs, application to a couple of localized areas 
along the neck and back is recommended. TI1is is the same as for Bayer's 
e1mently registered Advantage® products (EPA Reg. Nos. 11556-116, 
-117, -118, -119, -120, -122). 

Specifically, there are two pending registration applications for products to 
control fleas on cats. One product, Advantage® Plus 9, will treat cats 
9 lbs. or less in size. The dose for this product is 0.4 mL of solution in a 
plastic tube. The other product for cats -Advantage® Plus 18 - will treat 
cats greater than 9 lbs. in size. The dose size for this product is 0.8 mL of 
solution in a plastic tube. 

TI1ere are four registration applications for products to control fleas on 
dogs. Advantage® Plus 10 will treat small dogs and puppies which are 
10 1bs. or less in size. The dose size for this product is 0.4 mL of solution 
in a plastic tube. Advantage Plus® 20 will treat dogs 11 to 20 lbs. in size. 
The dose size for this product is 1.0 mL. Advantage® Plus 55 v.rill treat 
dogs which are larger than 20 lbs. in size, but less than 55 lbs. The dose 
size for this product is 2.5 mL. Advantage® Plus 100 is for dogs greater 
than 55lbs. in size. The dose size for this product is 4.0 mL. 

T11e different product names, EPA File Symbol, animals (dog or cat), 
animal sizes, tube sizes and number of tubes per package are also shown in 
the attached table for ease of reference. 

The packaging for the cat products will be identical to the packaging used 
with the currently registered Advantage® products for cats (EPA Reg. Nos. 
11556-116 and -I 1 8) except the tubes will be in a Child-Resistant blister 
(discussed later). TI1e packaging for tlle cat products will consist of a 
cardboard box with all appropriate label text except for the directions for 
use. Inside the box will be a leaflet containing all t11e label text. Also 
inside tl1e box will be a CRP blister package containing 4 or 6 tubes of the 
appropriate size. Please note, the Advantage® Plus products will be 
marketed in either a 4-tube or a 6-tube package just as t11e currently 
registered Advantage® products are sold in 4-tube m1d 6-tube package 
sizes. 

The packaging for t11e dog products will also consist oftl1e sm11e type of 
CRP blister pack placed in a small carton containing 4 or 6 tubes of the 

X::moiijiAdvanmgePlusSulunission!EP A Adv<mlagePlus2007Mar dns Hr. doc 
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Mr. Torn Harris ,--
Document Processing ~c:sk (REGFEE) 
Office ofPesticide Programs (7504P) 
U.S. Environmental Protection Agency 

Page 4 ( 
March 8, 2007 

appropriate size. As with the cat products, the outer cardboard box will 
contain all the appropriate labeling except for directions for use. A leaflet 
\Vith the complete label text will be inside the box with the appropri_ate 
blister package. The presentations are identical as for Bayer's currently 
registered Advantage® products for dogs (EPA Reg. Nos. 11556-117,-
119,-120, -122). 

The plan for the packaging has not changed :fi:om the original submission 
of 411/2000, except tJmt the blister package has been changed to meet 
child-resistant packaging standards. 

In the previous applications for Advantage® Plus 9 for Cats and Kittens 
(EPA File Symbolll556-REA) and for Advantage® Plus 18 for Cats 
(EPA File Symbol 11556-REO) Bayer did not submit domestic animal 
safety data for kittens. At the time of submission these studies were 
underway and being discussed with Agency representatives (cited in the 
enclosed applications). All of these studies are complete. There are three 
studies described in 1) Bayer Report No. 75120 with a report amendment
Bayer Report No. 75120-1; 2) Bayer Report No. 75190 ""th a report 
amendment- Bayer Report No. 75190-1; and 3) Bayer Report No. 75191 
\Vith a report amendment- Bayer Report No. 75191-1. These three kitten 
safety studies "With the report amendments support a 9-week kitten age 
restriction. The reports and their amendments are included with the 
application for Advantage® Plus 9 for Cats and Kittens (EPA File Symbol 
11556-REA), but the data also support t11e same label restriction for the 
Advantage® Plus 18 for Cats (EPA File Symbol 11556-REO). 

As earlier related, the insecticide formulation is the same for all six 
products. Also because the acute toxicity value for the formulation was 
below the 1500 mg/kg ''trigger," and because this is a residential use, the 
products must be marketed in Child-Resistant Packaging (CRP). To 
resolve this issue for all six products including that each product is to be 
marketed in two different presentations- a 4-tube package and a 6-tube 
package- Bayer representatives, Great Lakes Marketing (a CRP testing 
facility which Bayer has contracted) and Agency representatives, primarily 
Dr. Rosalind Gross, have had numerous discussions and meetings. The 
end results ofthese efforts are Bayer has developed CRP blister packaging 
for all tube and dose sizes including bot11 4-tube blisters and 6-tube blisters 
for each size. Sixteen reports detailing the CRP testing of these blisters 
are enclosed in this submission. 

X::moiij!AdvantngePI usSubmission/EP A Advant~gcPlus2007Mar das Hr. doc 
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Mr. Tom Harris ,. 
Document Processing L ~~k (REGFEE) 
Office ofPesticide Programs (7504P) 
U.S. Environmental Protection Agency 

Page 5 ( 
March 8, 2007 

In agreement with Dr. Rosalind Gross, for the largest dog size, 
Advantage® Plus l 00 (EPA File Symbol 11556-RGN) with a 4.0 mL dose 
size, Great Lakes Marketing (GLM) tested both the 4-tube and 6-tube 
blisters with this size tube filled with 4.0 mL of water. The four reports on 
this testing- 4.0 mL x 4-tube blister child testing (Bayer Report 
No. 75909), 4.0 mL x 4-tube blister senior testing (Bayer Report 
No. 7591 0), 4.0 mL x 6-tube blister child testing (Bayer Report 
No. 75911 ), and 4.0 mL x 6~tube blister senior testing (Bayer Report 
No. 75912)- are enclosed \Vith the documents for Advantage® Plus 100. 
No other data are included with this particular application. 

In agreement v.rith Dr. Rosalind Gross, for Advantage® Plus 55 (EPA File 
Symbolll556-RET) with a 2.5 mL dose size, GLM tested both 4-tube and 
6-tube blisters with tlris size tube fi]]ed with 2.5 mL of water. The four 
reports on this testing- 2.5 mL x 4~tube blister child testing (Bayer Report 
No. 75905), 2.5 mL x 4~tube blister senior testing (Bayer Report 
No. 75906), 2.5 mL x 6-tube blister child testing (Bayer Report 
No. 75907), and 2.5 mL x 6-tube blister senior testing (Bayer Report 
No. 75908)- are enclosed with the documents for Advantage® Plus 55. 
No other data are included with this particular application. 

As the dose size for Advantage® Plus 9 for Cats and Kittens (EPA File 
Symbol 11556-REA) and the dose size for Advantage® Plus l 0 for Dogs 
and Puppies (EPA File Symbolll556-REI) are the same- 0.4 mL
packaged in the 1 mL tubes in the same blisters (including 4-tube and 
6-tube blisters), Dr. Rosalind Gross agreed testing these 1 mL tubes fiiied 
with 0.4 mL water in 4~tube blisters and 6-tube blisters would satisfY the 
requiren1ents for both the Advantage® Plus 9 for Cats and the Advantage® 
Plus 10 for Dogs and Puppies registrations. GLM tested these 4-tube and 
6~tube blisters. The four reports on this testing- 0.4 mL in 1 mL tubes x 
4-tube blister child testing (Bayer Report No. 75913), 0.4 mL in l mL 
tubes x_ 4-tube blister senior testing (Bayer Report No. 75914), 0.4 mL in 
1 mL tubes x 6-tube blister child testing (Bayer Report No. 75915), and 
OA mL in 1 mL tubes x 6-tube blister senior testing (Bayer Report 
No. 75916)- are included with the Advantage® Plus 9 for Cats and 
Kittens application, but they also support the registration of Advantage® 
Plus 10 for Dogs and Puppies. 

X::moiij/Advn nlngePl usSubmission!EP A AdvnnlngePlus2007Mar das llr.doc 
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Mr. Tom Harris 
Document Processing 11 A (REGFEE) 
Office ofPesticide Programs (7504P) 
U.S. Environmental Protection Agency 

Page 7 ( 
March 8, 20v t 

I hope this overview cover letter is helpful in processing the attached 
applications. If you have any questions, please do not l1esitate to call me 
at (913) 268-2751. 

Sincerely, 

£ f/:7?1{' ?h/""'"'44 for Dt>u3 I cr5 Sf i l kc,~ 
Douglas A. Spilker. Ph. D. 
Manager, EPA Regulatory Affairs 

Doue:.Spilker.b@Bayer .com 

DAS/lt 

Enclosures 

X::moiij/ AdvantagePiusSubmissioniEP A Advan!agePius2007Mar das hr.doc 
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Transmittal Document 

1. Name and Address of Submitter 
Bayer Health Care LLC 
Animal Health Division 
Box 390 
Shawnee Mission, Kansas 66201-0390 

Douglas A. Spilker, Ph.D. 
Manager, EPA Regulatory Affairs 
(913) 268-2751 

2. Ree:ulatory Action in Which this Packae:e is Submitted , , 
Data submitted to support proposed label claim for Advantage® Plus 55 for Dogs 
(EPA File Symbol 11556-RET) 

3. Transmittal Date 
March 8, 2007 

4. List of Submitted Studies: 
MRIDNo. Volume 

47089201 I 

47089202 2 

47089203 3 

47089204 4 

"Child-Resistant Packaging (CRP) Child Panel Test of 
4 x 2.5 mL Advantage® Plus Blisters for Dogs," 
40 CFR Part 157.20 and 16 CFR Part 1700.20, Bayer 
Report No. 75905, L. M. Dixon, 58 p. 

"Child-Resistant Packaging (CRP) Senior Adult Panel 
Test of 4 x 2.5 mL Advantage® Plus PVC Blisters for 
Dogs," 40 CFR Part 157.20 and 16 CFR Part 1700.20, 
Bayer Report No. 75906, L. M. Dixon, 241 p. 

"Child-Resistant Packaging (CRP) Child Panel Test of 
6 x 2.5 ml Advantage® Plus for Dogs," 40 CFR 
Part 157.20 and 16 CFR Part 1700.20, Bayer Report 
No. 75907, L. M. Dixon, 57 p. 

"Child-Resistant Packaging (CRP) Senior Adult Panel 
Test of6 x 2.5 mL Advantage® Plus PVC Blisters for 
Dogs," 40 CFR Part 157.20 and 16 CFR Part 1700.20, 
Bayer Report No. 75908, L. M. Dixon, 238 p. 

Page I of I 
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Document Processing Desk (REGFEE) 
Office orPesticide Programs (7504P) 
U.S. Environmental Protection Agency 
Room S-4900, One Potomac Yard 
2777 South Crystal Drive 
Arlington, VA 22202-4501 

Attachments: 

Letter to Mr. Tom Harris 

Application for Pesticide Registration- Advantage Plus 9 for Cats 
5 copies draft label 4-pack 
5 copies draft label 6-pack 
I copy Letter of Authorization from MGK 
1 copy Letter of Authorization from Bayer 
I copy data matrix 
I copy public data matrix 
2 copies Confidential Statement of Formula 
3 copies data transmittal document 
3 copies Bayer Report No. 75922 (Acute Oral Toxicity) 
3 copies Bayer Report No. 75120 (Domestic Animal Safety- Kittens) 
3 copies Bayer Report No. 75120-1 (Domestic Animal Safety-Kittens) 
3 copies Bayer Report No. 75190 (Domestic Animal Safety- Kittens) 
3 copies Bayer Report No. 75190-1 (Domestic Animal Safety- Kittens) 
3 copies Bayer Report No. 75191 (Domestic Animal Safety- Kittens) 
3 copies BayerReportNo.75191-J (Domestic Animal Safety-Kittens) 
3 copies Bayer Report No. 759!3 (Child Resistant Packaging Study) 
3 copies Bayer Report No. 75914 (Child Resistant Packaging Study) 
3 copies Bayer Report No. 75915 (Child Resistant Packaging Study) 
3 copies Bayer Report No. 75916 (Child Resistant Packaging Study) 

Application for Pesticide Registration- Advantage Plus 18 for Cats 
5 copies draft label 4-pack 
5 copies draft label 6-pack 
2 copies Confidential Statement of Formula 
I copy Letter of Authorization from MGK 
I copy Letter of Authorization from Bayer 
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Application for Pesticide Registration~ Advantage Pius 10 for Dogs 
5 copies draft label 4-pack 
5 copies draft label 6-pack 
I copy Letter of Authorization from MGK 
1 copy Letter of Authorization :from Bayer 
1 copy data matrix 
1 copy public data matrix 
2 copies of Confidential Statement of Formula 
3 copies data transmittal document 

Application for Pesticide Registratio!l- Advantage Plus 20 for Dogs 
5 copies draft !abe14-pack 
5 copies draft label 6-pack 
I copy Letter of Authorization from MGK 
1 copy Letter of Authorization from Bayer 
2 copies Confidential Statement of Formula 
3 copies Bayer Report No. 75897 (Child Resistant Packaging Study) 
3 copies Bayer Report No. 75898 (Child Resistant Packaging Study) 
3 copies Bayer Report No. 75893 (Child Resistant Packaging Study) 
3 copies Bayer Report No. 75894 (Child Resistant Packaging Study) 

Application for Pesticide Registration- Advantage Plus 55 for Dogs 
5 copies draft I abe! 4-pack 
5 copies draft label 6-pack 
2 copies of Confidential Statement ofFormu1a 
I copy Letter of Authorization from MGK 
1 copy Letter of Authorization from Bayer 
3 copies Bayer Report No. 75905 (Child Resistant Packaging Study) 
3 copies Bayer Report No. 75906 (Child Resistant Packaging Study) 
3 copies Bayer Report No. 75907 (Child Resistant Packaging Study) 
3 copies Bayer Report No. 75908 (Child Resistant Packaging Study) 

(IO)OOEHI 

' " 0 0 0 0 

Application for Pesticide Registration- Advantage Plus 100 for Dogs 0 0 

ftoaooo 
5 copies draft label 4-pack : : 
5 copies draft label 6-pack "' .... ., ... 
2 copies Confidential Statement of Formula ~ : 
1 copy Letter of Authorization from MGK oo ""' e 

1 copy Letter of Authorization from Bayer 
3 copies Bayer Report No. 75909 (Child Resistant Packaging Study) 
3 copies Bayer Report No. 75910 (Child Resistant Packaging Study) 
3 copies Bayer Report No. 75911 (Child Resistant Packaging Study) 
3 copies Bayer Report No. 75912 (Child Resistant Packaging Study) 
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Form Aooroved OMB Nos. 2070.0060; 207D-0057: 2070.0\07· 2070.0122· 207D-0164 

'"" UNITED STATES ENVIRONMENTAL PROTECTION AGENCY -~, 

~· 1200 Pennsylvania Avenue, N.W. 
WASHINGTON, D.C. 20460 

Papenvork Reductioo Act Notice: The public reporting burden forth is collection ofinf0!1ll:ltion is csrimated to average 1.25 hours per response forrcgistrntion 
:mel 0.25 hours per response for reregistration and special revi"""' activities, including time for=ding the instructions and completing the rn:cessaty fonns. Send 
comments regarding burdeQ estimate or any other nspect of this collection of information, including suggestions for reducing the burden to: Dire.:tor, Collection 
Stn!tegies Division{28221), U.S. Environmental ProleCtion Agency, 1200 Pennsyh'llllia Avenue, N.W., Wnshi!lglon, DC20460. Do not send the completed form 
to this address. 

Certification with Respect to Citation of Data 

Applicanl's/Re!1istrant's Name, Address, and Telephone Number EPA Re!listration Number/File Svmbol 
Bayer HeallhCare LLC, Animal Health Oiv, POB 390. Shawnee Mission, KS 66201 (g13·268·275t) 11556-REl 

Active lnoredienllsl and/or reoresenta\lve test comooundfsl Dale 
pyrlproxyfen, imidacloprld September t4, 2007 

General Use Pattem(s) (list all those claimed for this product usin!1 40 CFR Part 158) Product Name 
Indoor, Non-food Advantage Plus 10 for Dogs 

NOTE: If your product is a 100% repackaging of another purchased EPA-registered product labeled for aU the same uses on your label, you do not need to 
submit this form. You must submit the Formulator's Exemption Statement (EPA Form 857D-27). 

D 
I am responding to a Data·CaH-In Notice, and have included with this form a list of companies sent offers of compensation (the Data Matrix form should 
be used for this purpose!. 

SECTION 1: METHOD OF DATA SUPPORT (Check one melhod only) 

D 
lam using the cite-all method of support, and have included with this form 

0 
I am using the selective method of support (or cite-all option 

a list ot companies sent offers of compensation (the Data Matrix form under the selective method], and have included with this form a 
should be used for this purpose). completed fiSt of data requirements (the Dale Matrix form must be 

used). 

SECTION II: GENERAL OFFER TO PAY 

[Required if us!119 the cUe-all method or when using lhe cite-all option mder the selective method to satisfy one or more data requirements) 

0 l hereby offer and agree to pay compensali:Jn, to other persons, with regard to the approval oft tis application, to the extent required by AFRA. 

SECTION Ill: CERTIFICATION 

I certify that this application for registration, this form for reregtstral!on, orthls Data-Call-In response is supported by all data submitted or Cited in the 
application for registration, the fonn for reregistration, or the Data-Gall-In response. In add~ion, if the cite-all option or cite-all option under the selective method is 
indicated in Section I, this application is supported by all data in the Agency's files that (1) concern the properties or effects of lh's procilct or an iden~cal or 
substantially similar product, or one or more of the ingredients in this product; and (2) is a type of data that would be required to be submitted under the data 
requirements in effect on the date of approval of this application if the application sought the initial registration of a product of identical or similar composition and 
uses. 

l certify that for each exclusive use study cited in support of this registration or reregistration, that tam the original data submitter or that 1 have obtained 
the Wlitten permission of the original data submitter to cite that study. 

l certify that breach study cited in support of !his regislrntion or reregistration that is not an exciusive use study, either: (a) I am the origlnal data 
submater; (b) l have obtained the permission of the oliglnal data submitter to use the study irt support o1this application; (c) all periods of eligibility for 
compensation have expired for the study; (d) the study is in the public tlterature; or (e) t h;:we notified In wriling the company that submltled the study and have 
offered (I) to pay oompensation to the extent required by se<:Uons 3(c)(1)(F} andfor 3(c)(2)(8) of FIFRA; and (ii) to commence negotiations to determine the 
amount and terms of compensation, if any, to be paid for the use of the study. 

I certify that in all instances where an offer of compensation Is required, copies of all offers to pay compensation and evidence oflheirdelivery In 
accordance with sections 3(c)(1)(F) andlor 3(c)(2)(8) ofFlFRA are available and will be submitted to the Agency upon requesl Should I fail to produce such 
evidence to the Agency upon request, I Understand that the Agency may initiate action to deny, cancel or suspend the registration of my product in conformity with 
FIFRA. 

I certify that the statements I have made on this form and all attachments to it are true, accurate, and complete. I acknowledge that any 
knowingly false or /jding statement may be punishable by fine or Imprisonment or both under applicable law. 

Soootom lf)4:?Z /1. L/LA 0,\o Typed or Printed Name and li~e 

911412007 Douglas A. Spilker, EPA Reg. Affairs Manager 

EPA Fonn 857()..34 (1e 03) Electronic and rr versions available. Submit only Paper version. 
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Form approved. OMB No. 2070-0060, 2070-0057,2070.0\07, 2070-0122, 2070-0164 . 

.OEPA 
Uni!ed States 

EnvironmentaJ Protection Agency 
Washington, DC 20460 

Formulator's Exemption Statement 
(40 CFR 152.85) 

Applicant's Name and Address EPA File Symbol/Registration Number 

Bayer HealthCare LLC 
11556-REJ a 

Animal Health Division Product Name 

P.O. Box390 Advantage Plus I 0 for Dogs 

Shawnee Mission, KS 66201 
Date of Confidential Statement ol Fonnula {EPA Form 8570-4) 

03/08/2007 
As an authorized representative of the applicant for registration of the product Identified above, I certify \hal: 

(1) This product contains the following active ingredient(s): 

pyriproxyfen 
imidacloprid (not citing Formulator's Exemption for this active ingredient) 

(2) Of these, each active ingredient listed In paragraph (4) Is present solely as the result of the use of that actWe Ingredient in the manufacturing, 
fonnulalion or repackaging another product which contains \hal active ingredient which is registered under FIFRA Section 3, is purchased by 
us from another person and meets the requirements of 40 CFR section 156.50(e)(2) or (3}. 

{3) Indicate by checking (A) or (B) below which paragraph applies: 

-1 (A) An accurate Confidential Statement of Fonnula (EPA FORM 857G-4) for the above identi!ied product Is attached to this statement. 

That formula s!atemen! indicates, by company name, registration number, and product name. the source of the active lngredlent(s) listed in 

paragraph (1). 
OR 

'71 (B) The Confidential Statement of Formula (CSF)(EPA Fonn 6570-4) referenced above and on file with the EPA is complete, current, an 

accurate and contains the infonnallon re(Jlired on the rurren! CSF. 

(4) The foUowing active ingredients in this product qualify for the fonnulator's exemption. 

Source 

Active Ingredient Product Name Registration Number 

pyriproxyfen   

/} 

s1Jfd~~ 
Name and Title Date 

D.A. Spilker, EPA Reg. Affairs Mgr. 09/14/2007 
EPA Fty8570-27 (Re . -2004) Copy 1- EPA 

Copy 2- Applicant copy 
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· . .- _-- :~· :.f' ·- :_tJN(mnsrl\TESENY.IRONMENTAr.ii>ROTEc;n:ONAGEN(Y 
· -.-;:. - -- ........ - ·. : -AO:t}..fStieelS.W ... . 

WASH!NGt0N.:b.c: 20:460 Fonn -
~ . - .-

---. -.· -

~' ~ <i'.(, . :--·-

·o~o. 

''"' .... :--· "··----,-

•.c- Approvcd_6M.B No. 20-70,.0960 

, P_aP_Clw_ork E,cduCtJcin Act Noti00::1_'be JiubliCiTcporting burdcu for iliis colleclion ofiilfomJatimli'~i~tiiT.aJcd~to averag'e: O.~cJ.!~Jj per rcip<:mse-for rcgislnll ion acthities'Md .025 huns per te'sPQllsc 
foi" infcimation.. inc\Udingsuggeslions for reduciog thebUrdeil. to: Dirli<;toi,.OPPE lnfoirh:it_ioQ-M[lfl;lgetnerit DhiSion{2137), US. Fnvironmenta! Prole.::itionAgenCy.-401 M'Stri:ct, s:w., Washington. DC 
20460. Donoi send the fonn lo Uicaddre;s, · 

Dale:-~<:pt':!ffiber-14, 2007 

Bny.:-r i-ICaithCare LLC 
·Al)imaiHea\ll_L Di;isiQn 
·P'.O.-Bo:i: 390· -· 
. :Stciv{n~_h-!_ijs!~ KS :66:20l-:039fl_ 

--
Guideline 

-Refen:lico 
Numbll_r 

_GuideUneStuily.Name 

Product Chemistry, Section 158.240 

61-1 I Chemica! identity 

61-2 I StatcmentofComposition 

61-3 I Formation of impurities 

62-! I Preliminary analysis 

62-2 I Certification of limits 

62-3 I Ana!; tical method 

. 

_ _.:~ :; : 

x:moiij!EP Adatamatri:</AdvantageP\usDogs 2007 Sept 14.do:.:: 

.. ---

- : Miuo_ 
1-Numb~r 

42055302 

4330600\ 

42256302 
42055302 

43306001 

42270801 

42256302 

42055302 

42256302 

42055303 

43306002 

42270802 

42256302 

42055303 

43306002 

42256302 

41055303 

43213001 

43306002 

42256302 

4509690t 

.DA,TA, MATRIX 

: EP A;~_cg:l~'?)Jj'ih~~Y!I'ibol: ! 1556-REI, 11556-REL-
11556-RET.I.I556-RGN 

; ,ProduCt; Ad•-antilge® {'Ius I 0 for Dogs 
,. - - "-'AdY.mtilge®;PI)ls20for,Dogs 

I 

- :~;;AdVaiiiage®·Pliis5:5TorDogs 
.. -·MVanfage®.Plmi·iOO;fO.Dcgs-

s.J!b'Rlittcr "Status 

264 PER 
264 PER 
264 PER 
264 PER 
264 PER 
264 PER 
264 PER 
264 PER 
264 PER 
264 PER 
264 PER 
264 PER 
264 PER 
264 PER 
264 PER 
264 PER 
264 PER 
264 PER 
264 PER 
264 PER 

11556 I OWN 

No\( 
·Rcport:Numbcr· 

BR !759 (lGAI) 

BR 1879 (TGAI) 

BR 1766 (Fonnu!al!on) 

BR 1759 (lGAI) 

BR 1879 (lGAI) 

BR 1785 (lGAl) 

BR 1766 (Fonnulation) 
BR 1759 (IGAJ) 

BR 1766 (f-ormulation) 

BR 1760 (lGAI) 

BR 1880(1GAI) 

BR 1786 (lGAI) 

BR 1766 (Fonnulalion) 

BR !760 (fGA!) 

BR 1880 (TGAI) 

BR t766 (Fonnulation) 

BR 1760 (lGAI) 

BR 1874(TGAI) 

BR \880(1GAI) 

BR 1766 (Forrnulalion) 

I Report No. 75130 

Pagel of\\ 

Ingredient: lmidac!oPrld.GAS = 1-38261-4!-3 

Pyriproxyfen; ~AS ...:95.731-:68-1 

Description 

I Submitted with appliClltion for Advantage Plus 9 for 
C•" 
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__ ,,._ \-:. -- :.:· -'~~;--_ ,,·:;:;.·;~sf..trEsENVffi.ONMENTAL:PRdJEC1joNA_GEN9)' ,.,. 
-·-. 40fMStreet s.w.: ·-··-

, .. .-=. 
~ ;: WASHiNGTON' o.C. -2~60 fuim 

I Papcn\·o; ~~uction Act~otice;",TI(e pu~li~' ~ing biudeu' ror~~llei:tiOn ofinf~~;~ is csilmatOO to ,averogc 0.25 -h~~ per~Ponsefur regiSti-at;~:~~~~~: :s~~~:w;0~onsc I 
'fur infOrmation, including-sugges~ons fori&!ilcingi!W liun:fC!I to: Din:clof, OPPE lnform.ition Managemenl Oivisfon (2f31); U.S. Environnieri"lal Protection Agency, 40lM Strret, S.W., Washington, DC 
20460. Do not seod.theform to til.."< address.-- --

Dale Septeljlber \4; 20{i7· 

Baycr HcalthDre llC 
Anim<llHealth Division 
P.O. Box, 3.99. _ . 

-Shawn& 'Mission, KS 66201-0390 · .. ·---

Guideline' 
Rcfcrmce 
Number 

63-1 

63-2 

U3-3 

63-1 

63-5 ,,.. 
63-7 

63~ 

63-9 

63-10 

63-11 

63-12 

63-\3 

63-14 

63-15 

63-16 

Guideiin.e.Stlidy Nam~ 

Chemical and Physical Properties 

Appearance 

Physical state 

Odor 

Melting point 

Boiling point 

Density 

Solubility 

Vapor pressure 

Dissociation constant 

Octmol f wateo partition 

pH 

Slabilily 

Oxidiling/ reducing action 

Flammability 

&plodability 

x:moiijiEPAdatarnatrlx/AdvantagePiusDogs 2007 Sept 14.doc 

.,-

· ·~uao 
Number 

42055304 

42256302 

42055304 

42256302 

42055304 

42256302 

42055304 

42256302 

42055304 

42055304 

42055304 

43356302 

42055304 

42055304 

42055304 

42055304 

42256302 

42055304 

42055304 

42055304 

DATA MATRI_X· 

EPA Reg NoJFileSymfiOi: 11556-REI, 11556-REL . 
11556-RET, \·1556-RGN 

Product: Advantage® PluS: 10 for Dogs 
Advantagt®_ Plus. 20 for Dogs 
Advantage® Plus 55 for .Dogs 

- -• .Advan_tagc® P.lus 100 for Dogs 

Submilter 

264 
264 
264 
264 
264 
264 

264 

264 
264 
264 

264 

264 
264 
264 

264 

264 
264 
264 
264 

264 

264 

Status' 

PER 
PER 
PER 
PER 
PER 
PER 
PER 
PER 
PER 
PER 
PER 
PER 
PER 
PER 

PER 
PER 
PER 
PER 
PER 
PER 
PER 

_Not~ 

Report Number.' 

BR 1761 (TGAI) 

BR 1766 (formulation) 

BR 1761 (lGAl) 

BR 1766 (formulation) 

BR 1761 (TGAI) 

BR 1766 (Formulation) 

BR 1761 (TGAI) 

BR 1766 (funnulation) 

BR 1761 (TGAl) 

BR 1761(1GAI) 

BR 1761 (TGAI) 

BR 1761 (Fonnulation) 

BR 1761 (lGAI) 

BR 1761 (TGAI) 

BR 1761 (TGAI) 

BR 1761 (TGAI) 

BR 1766 (Formulation) 

BR 1761 (TGAI) 

BR 1761 (TGAI) 

BR 1761 (TGAI) 

Page2ofll 

T~gr'edienl_: lrnidoclopn'd, CAS"' 138261-41~3 

Pyriproxyfen, c~s "'95737-68-1 

Description 

N.A • -Does not dissociate 

N.A. -No oxidative or reductive characteristics 
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UNrr~,~T~~ ~~:?~~=~~~Q]}~?N AGEN':iY 
WAS~GTO'f.( o':c.' 20460-furm 

Ap~cd OMS No.2070:0060 . . · 
P~pciwork Rcduction-ActNoticei'The.PuPiic:teporting.burdcn, fO.:Ihis CQ\lCction.of information is estimated: to,aVi:rage 0.25-hotiffi p'tr x'espons6 for regiStration octivities and .025 boors per tesp6ose 
for information, including suggeStions for Il:!lucing-ihe burden to: Directpr;bPPE !Ofonnation Management-Division (2137), U.S. Environmental PrOtecti.on Agency, 401 M Street, S;W., Washington, DC 
20460. Do not sendthefoJm to iheaddmsS::- - -

. DATA MATRIX 

D:ttc:.Septetnb.er~ 14, 2001· EPA Reg N_oJF_ileSjmbol: 1155f5-REI,. 11556-R~L
l!SS&REI'. ll55&RGN 

Page3 of!J 

BayerHca!theaillC 
'---' I AniinaJ.H_calth-DiVisiOn . 

PToduct: Advantage® Plus 10XoiDogs 
Advantage® Plus 20-for D9gs 
M~!Jiaii6®: P~ 5?- for Doi; 
AdY.mtago®Plus lQO,foc,_po-gs· 

Ingredient: lmidoo!oprid, CAS= 13826)-41-3 

Pyriproxyfen, CAS= 9~37-68-1 

··--

P.O.BoX390 _ . _ , 
Slta\\'li_~Mi~si.on;_lq> 6620J.;Q390 

Guideline 
·Rcfcil!llce_ 
NUmber 

63-17 

63-18 

63-19 

63-20 

63-21 

64-t 

830-Group A 

830-Group B 

· Guideline-Study N:t!D:f-

Storage stability 

Viscosity 

Miscibility 

Corrosion clmmctcristics 

Dielectric breakdown volt 

Submittal of samples 

Product Chemistry: ldet1tity, OJmpOGition, 
Analysis 

Product Chemistry: PhysicaVChcmical Properties 

Wildlife and Aquatic Org:mislll$, Section 158.490 
71-1 Acute avian oral- quaiVduek 

71·2(a) Avian dietary- quail 

71-2{b) Avian dietary -duck 

71-3 Wild mrumnal toxicity 

71-4(a) Avian reproduction- quail 

71-4(b) Avian reproduction -duck 

71-5 Simulated or actual field study 

72-l(a) Fish toxicity- bluegill 

72-l(b) Fish to.'l:icityblucgiU- tep 

72-2(a) Invertebrate toxicity- Daphnia 

x:moiij!EPAdatamatrixfAdvantagePlusDogs 2007 Sept t4.dcc 

MRID 
Number-

42055304 

42256302 

42055304 

42256302 

45096902 

45096903 

Submitter:·! S"t-;ttus. 

264 PER 
264 PER 
264 PER 
264 PER 
264 PER 
264 PER 

il556 OWN 

11556 OWN 

Note 
Report Number Des~ription 

BR 1761 (TGAI) 

BR 1766 (Fonnu!ation) 

N.A.- Solid 

N.A.-Solid 

BR1761 (TGAl) 

BR 1766 (Formulation) 

N.A.-Solid 

Samples available upun request 
Submitted with application for Advantage Plus 9 for 

Rqxnt No. 75133 Co• 
Report No. 75132 Submitt«l with application for Advantage Plus 9 for 

Co• 

N.A. 

N.A. 

N.A. 
N.A. 

N.A. 
N.A. 

N.A. 

N.A. 
N.A. 

N.A. 

' 
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- ~E.I?~s_!Xrfs-EN_'(IR,~AUP'Rot~dJ':I:AGENCY 
--- _ 4Ql;M.Street,S,W; --- ·--- -

,;-c --
" _:::. __ ,._ 

·t· WASHINGTO~,-D.C.· 2046Q Forril 
:ApProved OMB .No.. 2070.0060. 

PapenYmX.Reduction Acl Not~-Th-e pjlb\iC reporting bUrden for- this coi!eCtion.Of iiif'onnauon:ts estimated to average-0.25 hOOI:s perrespon~~ for registratioo acllvitie; aud .025 hWIS Per responSe. 
for information,. including suggestions forreducingthe biml.en to~-Direi.:.tor, OPPEinfonnatioo Management DfViSimi (2137), U:S. EnvironmCn.talProto::tioo Agency, 401 M __ Sttcet, S.W., Washington, 0C 
20460. Do not send the fonn to t!ieadd=. -

Dale: S~!Cmber 14; 2007 

Bii:Ycr.HeallhCare U.C 
Animal Health Division 
P.o:~9'i39o_ 

DATAMATRlX
EP.A Reg-NoJFile;:>ynibol: -11556-REI, 1"1556-REL. 

!!556-REf,.ii:SS6-RGN --

-'Shi~i:{i Miss! en. KS ~ '66201-03?:0 

. Product:; Advantag~ P\ui lO.for Dogs 
Advantage® Plus20'for DogS 

,Advaotage® Pius 55 ·foi·Oogs 
-:::.. ., -·., -:.:: Advanl;lg<'® ~Ius 100 for Dogs 

Page 4_ of 11 

Ing«dient: lmidacloprid,.CAS"' 138261-41-3 

Pyripioxyfen,_ CAS"" 95737.{i8-1 

Guideline 
Referenee'
NUnibcr_.. 

GuldclineS.tudy Name. ' • --_::. l\fRID I 'Submitter Status :,':rt Number Des-cription 
· '" - __ Number_ 

.. · 

72-2(b) 

72-2(c) 

72-Jja) 

72-3(b) 
72-3(c) 

72-4(a) 

12-'l(b) 

72-7 

None 

None 

None 

None 

Invertebrate toxicity- AmphipOOs 

Aeute aquatic invertebrnte toxicity- Chironomids 

Estuarine/ marine toxicity- fish 

Estuarine I marine toxicity- mollusk 
Esruarine'marine toxicity- shrimp 

Early life stage - fish 

Life cycle invertdmue 

Simulated or actual field study 

Foliar half-life and distributim for potatoes 

Runoff and Erosion predictions for 
apple'potato/couon 

Risk assessment for apple/potato/cotton 

PELMO Modeling- sugarbect/Gerrnany 

Toxicology, Section 158340 

81-1 1 Acute om[ toxicity rat 

x:moiij!EP Adatamatrix/ AdvantagcPlusDogs 2007 Sept 14.do:: 

42055331 

42256313 

43428201 
43679601 

45096904 

I 4708941 I 

264 

264 
264 

11556 

I 11556 

11556 

PER Report No. 100040 (fGAl) 

PER ReportNo.100010(2F) 

PER Report No. 106380 (1.6 F) 
OWN Report No. 74585 (Adv) 

r OWN r Report No. 7519S(AdvP1us) 
Report No. 759u (Adv Plus) 

OWN 

N.A. 

N.A. 

N.A. 

N.A. 
N.A:" 
N.A. 

N.A. 
N.A. 

N.A. 

N.A. 
N.A. 

N.A. 

Submitted with application for Advantage Plus 9 for 

""" Submitted with application for Advantage Plus 9 for 
c .. 
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. .:._ :;t:JNi:rED ~TA TES":mqV:iRONMENTAifPR:oTEcuoN-AqENCk-
··-· -- • 40r-M:sttttt.:s;\V. · _ • 

WASHINGTQN; )).C. "20460 Fohn 
- '~- . Appfl.)VC!i.OMB No. 2070-0060 

-Paperwork Rcducti!)n Act Notice~'IhC piifiliC:rc.;b-riini.b:Ufdttiforthis-colleetion Of infuiiriatioll is: iiltimaioed to_ ayenigeo:is hiiui-s:per-reSponsi;-fOr'teJii~on.aCtivities and .025 1\rors _p~respoose 
for infom1ation, inclUdingsuggestions for redu~ip.gthe.b~cn to: D\iictor, OFPE Jnfonnarion Management DiVision (2137~, U:S. Environmcn)ai.Prot&:ti~n Agency, 401- M Stro:t, S.W., Washington, DC 
20460. Do not send-the fom1 to the-address. -

Date::Sept<.'ITibcr 14,2007 .... •: 

DATA MATRIX 
EPA Reg'NoJli'ilcS)'mbol: ll556-RE1, 11556-R'Et 

US56-REr;nss6-RGN 
Page5ofn 

_B3.yer.·HeaithCare-llC .· 
·~ I ._Al)inial !-lealth "Divisfqn 

P~O. Bo~ 390 . ----

·Product: Advantage® Plus·J()f0C.Dogs: -
Advantage® Plus-20 for nags· -

.c·,~Advantag_c® Plus 55- for Dpgs .• ,- ;·'". 
-· • Ad...mt:age®Ptiu£100.for Do&s 

Ingredient: Imidacloprfd, CAS= \38261-41-3 

·-

-Slial>mie·Miss!oo,_KS ·66~9_1_-:1!~99' .~, 

Guideline. 
Rcfcrencc
Numbe'r· 

81-2 

81-3 

814 

Guidc_linc.Stiidx. N~~-' ,_ 

.-;· 

Acute dermal toxicity, rat/rabbit 

Acute inhalation toxicity, rot 

Primary eye irritation- rabbit 

'-":. 

;_.--

x;tnoiijfEPAdatamatrlx/AdvantagePlusDogs 2007 Sept \4.dc:c 

.,,, 
MRID 

:Number 

42055332 
42256315 

43428201 
4379602 

45096905 

42055333 
42286101 

42256317 
43428201 
43679603 

45096906 
42055334 

422563t9 
43428201 
43428201 
43679604 

45096907 

Pyriproxyfen, CAS = 95737-68-1 

Note 
I Submitter I· Stat_us . R_c.Port'Numb~r Description 

264 PER ReportNo.\00041 (lUAl} 

264 PER Report No. t00002 (2 F) 
264 PER Report No. I06380(1.6F) 

11556 OWN Report No. 74584 (Mv) 
Submiturl. with application for Advantage Plus 9 for 

11556 OWN Report No. 75196 am 
264 PER Report No. 99806 (1GAl) 
264 PER Report No. 99806-\ (TGAl) 

264 PER Report No. 1000 12 {2 F) . 
264 PER Report No. 106380 (1.6 F) 

11556 OWN Report No. 74589 (Mv) 
Submitted with application for Advantege Plus 9 for 

11556 OWN Report No. 75197 (Adv Plus) "'" 264 PER Report No. 99679 (lGAI) 
264 PER Report No. 99815 (2 F) 
264 PER RcportNo.\06380(i.6F) 
264 PER Report No. 106380 (1.6 F) 

11556 OWN Report No. 745fi8 (Mv) 
Submitted with application for Advantage Plus 9 for 

11556 OWN Report No. 75199 (Adv Plus) c,. 
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UNITffi:sTATES EN'l1RONMENTAL·i?ROTECnON.Ji.GEN<OY' 

·- • ·- • ·.: -- ·-· 40l M:Siicci; s·.w: ··- ·· 
w AS}IINQroN·,,I?.c;:.' 2o.4'6o. ryJ:ID-

--:,~' 

... ' -.-.. -
ApprovedOMB No,2070-Q060 

PapenYork RCductiot\1\~t,l';Joticii::rhe Publl~ii:portfug buiiteiiful"this COlfccliori ·of infoitilatiori :is_ esiifli.at&Ltii"aVeili&i":.02i hOOts pcr·iesp(miieJor registration attivities and .025 hwrs per response 
for in!lmnation,-inC1u!llrig"Silggestions for reducing the ~urde.i to:' DirectOr, OPPE.Tnfcirmiltion ManagcffientDivision (2137), U.S; Environmental Protection Agency, 40 l M·Street, S.W., W3shington, DC 
20460. Do not send th1:1fonn to the address. · 

·oate:"Sep1einb_~ L4,2007_ 

-aaya:Heatthc:n:e u;c -_ .- -
Ailimal Health Division . 
P.o .. ~?X3-?0 . . __ _ 
ShaWti~M\ssioXJ, rq;: 66201:0~9:0 

GuidcliUc 
Rcferen.eC 
Number 

81·5 

8!-6 

81-8\SS) 

82-l(a) 

82-1(b) 

82·2 

82-S(b) 

83-l(a) 

83-l(b) 

GuiaClfl!.e St_udy-Name-

Primary dermal hritation. rnbbil 

Dermal sensitization· guinea pig 

Acute neurotoxicity 

90-day feeding -rodent 

90-day feeding· non-rodent 

21-day dennal· rabbit/rot 

90 day neurotoxicity· mammal 

Chronic feeding toxicity- rodent 

Chronic feeding toxicity ·non· rodent 

x:ruoiij/EP Adatamatrix/ AdvantageP!usDogs 2007 Sept 14.dcc 

MRID 
_ Nunibcr-: 

42055335 

42256321 

43428201 
43679605 

45096908 

42055336 

42256323 

43428201 
43679606 

45096909 
43170301 

43285801 

42256327 

42256328 

42256329 

43286401 

42256331 

42256332 

42256333 

42256334 

42273002 

DATA:MATRIX 

EPA Reg No)Fil~~YII!bol: 11556-REI, 11556-REL. · 
11556-REr, 11556-RGN 

Product~ Mv.mtng~:Plus 10 for Dogs_ 
Ad~!age® Plus 20 for Dogs
Adv.mmgc\® Plus 55 for Dogs 
Advantagi® Plus IOO_for Dogs 

-Note 
- Siibinltter Statu~ _-1 ~RePort Number 

264 PER Report No. 99804 (TGA1) 

264 PER Report No. 99816 (2 F) 

264 PER Report No. 106380 (1.6 F) 
11556 OWN Report No. 74586 (Adv) 

11556 OWN Report No. 75200 (Adv Plus} 

264 PER Report No. 99800 (fGA1) 

264 PER Report No. 100003 (2 F) 

264 PER Report No. 106380 (1.6 F) 
11556 OWN Report No. 74587 (Adv) 

11556 OWN Report No. 75201 (Adv Plus} 

264 PER Report No. 106348 

264 PER ReportNo.10634&.1 

264 PER Report No. 100036 

264 PER Report No. 100176 

264 PER.- Report No. 100688 

264 PER Report No. 106356 

264 PER Report No.l00652 

264 PER ReportNo.l01931 

264 PER ReportNo.102658 

264 PER Report No. 99672 

264 PER ReportNo.100015 

Pagc6of11 

Ingredient: Imidacloplid, CAS= 138261-41-3 

Pyriproxyfen, CAS= 9573Ui8·l 

--
Description 

Submitted with application for Advantage Plus 9 for 
c •• 

Submitted with application for Advanlllgc Plus 9 for 
c •• 
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;·;:' ., .. ... -. UNrrEo _S~ATEs- rmymoNMENTAL PRO'"(Ec,::p;oN· AGENCy 
-· --- 4QJ;MStn:ct,S.W. -

WASijlNGi'oN, D.C. 20460-Fonn 
-·-·· -,-_;~_: • ·· ·", --. --<: __ Apjiroved0MB-No.2070-0060_ I 

Paperv.'Ork:Reduction' Act -NOJiooiJbe publi~'rcPortin& buj'd5.j.TO!'.this CoUectjoil o(information Is' tstiriiated )o aVerage 025 'hoots per respoose fo~ fegis&.itiou· aciivitii:s and .025 hcurs-pa re;s110nse 

I 

for infom~ation, indudiugsuggestious:for r¢_ucingtheburdti(t0:'Din:ctor, OPPE ll:tformation Managcmen\ DiVision (2f37).'U.S. Fnvi~ri.rnehthl Prot()Ction Agency, 401 M Street, S.W., Washingtoil, DC 
20460. Donotsend-lhe fonn tO tl)eaddrcss. 

Date: S~tember 14,2007 

:Ba~Jiealthe3re llC _ 
Aitiffiai'Hcalth Divjslori. 
1>'.0. Box-390 
shitwnee.Missi:m,~ ~- b62tn:o_i9o - ·', 

Guideline 
Reference 
Number· 

83-2(a) 

83-2(b) 

83·3(a) 
83-3(b) 

834 

84-:!(a) 

Guidcliiie'Siudy'Nilmc ::_ 

I Oncogcnicitv- rat 

Developmental toxi~ity- rnbbit 

Two general ion reproduction- raJ 

I Gene mutation (ames ten) 

.. 

Structural chromosomal abcmllion 
84-2(b) 

844 

x:moiij!EPAdatamalrix/MvantagePiusDogs 2007 Sept 14.do:: 

MR!D 
--~_Number 

422 

422 

~ 

--

42256352 

42256353 

DATA~IATRIX 

EPA RCgNoJFilcSymbql:. __ 11556-REI, ·liSSO:.Rl!L 
rt556-RET, 11556:-RGN 

Product: Adwnlage®Plus_IO for Dogs, 
-Advan\age®Plus 20 for Dogs 

I Advantag,e®.P,tus?S;(oc DOgs 
Aavalltage®'Plus -100 'fa-_ I>ogs 

Submitter 

264 
264 
264 
264 

264 

264 
264 
264 
264 
264 
264 
264 

264 

, '5\il.tus 

I PER 
PER 
PER 

;::]. N;ote' 
· ~cport Number 

m No. \00652 
JrtNo.\01931 

.. ·-----

---pffi I Report No:Ji 

PER ~Report No. \01276 

PER 
PER 

PER Report No. I 00021 

PER Report No. 99262 

PER Report No. 99257 

PER Report No. \02652 

PER Report No. \02654 

PER Report No. 1026~ 

PER Report No. 

PER Report No. 

PER Report No. 9857; 

PER Report No. 1026: 

Page7 ofll 

Ingredient: Imidacioprid, CAS= 138261-41-3 

Pyriproxyfcn, CAS= 95.737-68·1 . 

Desr:ription 

. 
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" N>:i'! ::>~.-' .::· .. ;-- ... :c:.·· 
;- ~- . . . ,: -;, - -':_~- ·; -- . :-.;:·· ... 

~.:· .. . .. ·· 
. ;~,-

_,,_ ... 

. -JJNriEo-S'fA'TEs:ENVIRONME!itAH•RdtEcnoNAGB:f0Y 
- - - .::1{H·.¥:Stiwf,:$'.W. ... -, • 

WASHIN~9l'(;_D:~· .20460 Form 

, .. 

._,, ' 
Apprciv!=dOMB·No. 2071).0060 __ 

· Pa~!IC.Reductiou ACt NOtice': The po.iblill reporting burdi:ufOi tbifcOHe.,tlon ofTnfOrimltion: ls•_cstitl,laied to-:i.venigc 0.25 hours·perresponse_ forregistratiOO-actiVitieS ami .025 hcur.i per response - · · 
for W"ormation;iilcludings)Jggestions forredu"cing'thc bul.lien to: Director,.Ol'_PE lnf0Ill1ation Mat~agemi:nt Di\ision (2137), O:S. Envitt.l!lll1enilll Protection Agency, 401 M Strret, S.W., Wi!shington, DC 
20460. Donot_send the fonnto lhe·addresS. · 

Daie:·Sep!etl'!ber }4. 2007 
' 

"B'ayer HcallhCare llC 
· · A'ilimal'HealtltDivi5ion 
:~.o.'~o.J>3_90-
. -ShaWUeeMiSsiom KS:664q_JrQ"390' _ 

Guidclinc :. 
-Refciencc __ , 
.NuiU.ber·· 

85-1 

870.7200 

(86--1) 

'.-Guid~llne StUdy_Nam'e 

General metabolism 

--

MRID 
Number 

4225635t 

42256356 

42256357 
43679607 

-.~u~JH 

436795( 

436795( 

. ·---
4425( 

442569 

47109101 

45086801 
4508680\ 

I 45086801 
95-9 Efficacy 47190401 

Plaut Protection, Section 
158.540 

DATA~IA.l'R.X -

i.r.PA R~-No.JFile"SYmbol:' 11556-RE\, !1556-REL 
11556-REr, IIS56-RGN 

__ , Pi-odU¢· Advailtage®Pius 10 for Dogs 
Advantage® PJus·;zo for Dogs 
Adyantage®:Pius 55 for Dogs 
AdY<inrogt® _Plus -100 foc_DOgs 

Note 
S~Oiitittcr Srotus Report Number 

264 PER Report No. 

264 PER Report No. 8726 

264 PER Report No~ 
1556 OWN Report Nc 
1556 OWN 
1556 OWN 

'1556 
.1556 I OWN I Report No. ' 

1iTs6 
~ ~-··· 

1556 OWN Report N 
1556 OWN Report N 
~ uWN 
11556 OWN Report l 
11556 OWN Report! 
11556 OWN 

1021 PER 
1021 PER 

1021 
1556 

""'PER /Reportl 

Pagc8ofll 

Ingredient:- lmidacloprld,.CAS = 138261-41-3 

Pyrip;oxYfen, CAS = 95737-68-1 

Description 

Puppi(!<; 
Dog> 
Puppie; 

n;;g; 
to;;; 

:akin 

Pyriproxyfen • 

Pyriproxyfic";;;:i' ii::;:;;
'o:n efficacy 

122-2 Aquaticplantgrowth I I I N.A. 

l23-2 \ Aqualic plant growth 1 ] \ N.A. 

x:moiij/EP AdatamatrixiAdvantugePlusDogs 2007 Sept 14.dcc 
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·-·- :~-- ... ----

'uNmoSTATES ENvffioNMOOALf.B.ctr'CCtrdN:AGiNCY- · · 
-· · - --- 4ou .. rstteet;,s:w. · ·-· · 

···. WASHINGT6N;o.c:-20460fumi. 
--·-·~;. .;·.. . . . ,.- .-- Appro,,,OMBNo.20.70.0Q60_ 

.. --- ·--

PapelWork Rcduci16n Act Notice: The publiC ~riliig_Oizrden :ror.thfs OOIICCt.ioo 0(\iifOrhmtion is estimated to <tverage 0.25 hom:s _per response for reglstratiOO activULe; and .025-hoors per reSponse 
fcrr information, including suggestiOns forreducingthe burden to:)Hrec!or, OPPE-Infonnation Management Division (2137),-U:S. Environmental Protection Agency, 401 M Street, S.W., Washington, DC 
20460. Do not send the form to.tl).caddrcss. - -

Date: Sep~ber 14, 2007 

sayer HealthCareU:C 
. Anim'al Ht:a[th Divi~iOn 
P;O, Box 390 ·-·· 
ShawiiceMissiOQ,;Ks 6620l.0390. .. 

.Guidcline
_Rcfercnce 
-NUmber· 

: GuidC\ineS!u_dy Nam·e· 

;I, 

Non-Target Insects, 
Scdion 158.590 

141-1 Honey bee acuteconta::t 

141-2 Honey bee residue on foliage 

Reentry Protection, 
Section 158.390 

230-236 Mixer/loader/applicator exposure 

Environmental Fl!t(', 
Section 158.290 

161-1 Hydrolysis 

161-2 PhotOOegradation • water 

!6!-3 PhotOOegradation - soil 
!62-1 Aerobic soil metabotism 

162-2 Anerobic soil metabolism 

162-3 Anaerobic aquatic met3bolism 
163-1 leaching/ adsorptionl~rption 
164-1 Terrestrial field dissipation 

165-1 Confined rot~tional crop 
165-2 Field rotational crop 

166-1 Ground water- small prospective 

None Environmental fate summaty 

--·-

x:moiijfEPAdalamatrix/AdvantagePlusDogs 2007 Sept 14.d~ 

I 

-~mm 

Nimiber 

DATA MATRIX 

EPA Rt:g No.f!'ileSymbol: · 11556-RE!, U556-REL 
ti556-REf,!l~56-RGN-

Pn,duct: Advantage® Plus't:o-.£0,: Dogs-__ 
· Advantage®· P-Ills 20-'for-Dogs 
_ Advantaie:® Plus ss-t<iDogs 
~Ad~~~ Plus _tOofOC:Dogs: 

Note 
Submitter I Status Eeport Nu~ber 

I 

I I 

... 

Pagc90fll 

Ingredient: lmidacloprid, CAS =o 138261-41-3 

_Pyriproxyfen, CAS '" 9573 7-68-1 

-Description 

N.A. 
N.A. 

N.A. 

N.A. 

N.A. 

N.A. 
N.A. 

N.A. 

N.A. 
N.A. 
N.A. 

N.A. 
N.A. 
N.A. 

N.A. 
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;_:&If~:~-" ~' - -- '"~--- ; _-:. ··:' •.:; .. . .. - .·:- - . - --.- .- ·- ... I 

---- -;. J':-- ._ .. _ONITEDSTATESaNfo~rrs=~~~~OTECTIONAGENCY . 

WASIDNGTON; D:c. ":2.0460 Forin 
-. - : . -.: . _. • Approved OMB No. 2070..0060 

Paperwork ReductiOn- Aet Notice: The pUblic-repOrting bu_tdi:n 'for this ·collection_ ofinfofmalion _L~ esqmated lo avemge_ 0.25 hours per resp(ms_e for.regiStmtion activities aild .• 025 hturs. per i"csponsc 
for infonnati:Oll, inc!uding_suggestions for rcdw::ing the burden to: Ditector, OPPh1nfonnation Management Division (2137), U.S. Environmental Proteclion Ageooy, 401 M Street, S.W., Washington, DC 
20460 .. Do not send !he form to the addresS. 

DATA MATRIX 

Date': -September 14i 2007 EPA_Rci N'oJFilcSymbol: \1556-REl. 11556-REL Page 10 of II 
ll556-RET, 11556-R.GN 

Bare; HealthCare,LLC · ·· ·-- ProdUct: ,Advantage®. Plus IO:for bogs Ingredient: JJnidooloprid, CAS- 138261-41-3 
AnimaJ·Hea!th:Dl~ion - A.d\tllnti£:e®Plus20 for Dogs • 
P_,o, D.o;_ 3_~0 . . . . . • ... · • · '· 'A:dvanWge® Plus 55(or Dogs;: Pyriproxyfen, CAS "'-95737.Q8-I 
Shawnee 1\iliston,:~. 662QI:Q390 • "· • -: ___ · - Ad'll!l1ti!ge® Plus' J(j();for Dogs · · 

· :: . ·· ·Note ··-

Refen;n~- -- . :,.~ • . :Number· . 
_Guideline . -~; __ Guirl;cUne.~udy!)ame • • ,MRil)·: .Subinitter St:ltus -RCi_)orlNumber'-- IDI!!lcription 

~umber'~L__ .____ ____ _ . _ .. 

Residue, Sedion 158.240 
17\--'l(n) Nature of residue- plants N.A. 
171-4(b) Nntureofresidue- livestock and poultl)' N.A. 
171-4(c) Residue analytical method- plants N.A. 
l71-4(d) Rcsi ueanalytical method- animal N.A. 
171-4(e) Storage stability N.A. 
17\-4(j) Magnitude of residues - meat/mi!klpoultty/egg N.A. 

\7l-4(k) Magnitude of residue- crop fkld trials N.A. 
171-4(1) Magnitudeof residue- processed food/feed N.A. 
l71-4(m) Method validation/ multiresiduemethod N.A. 

None Benefits Rqxlrts 
None DietaTY Analysis N.A. 

Child-Reesist:l.nt P:~ek:lging, Stclion 157 

Submitled with Advantage Plus 9 or Cats; 
157.20 Standards- Child-Resistant Packaging Testing 47089407 11556 OWN Report No. 75913 0.4 mU4pkfChild 

SubmittW with Ad'llll1tuge Plus 9 for Cats; 
47089408 i\556 OWN Report No. 75914 0.4 mU4pkiAdu\t 

Submitted with Advantugc Plus 9 for Cats: 
47089409 11556 OWN Report. No. 75915 0.4mU6pliChild 

Submitted with Advantage Plus 9 for Cats; 
470894!0 11556 OWN Report No. 75916 0.4mll6pliAduh 

Submitted wilh Advantage Plus 20 for Dogs; 
47089103 11556 OWN Report No. 75897 i.OmU4pk1Chi!d 

x:moiijfEPAdatamatrix/AdvantagePlusDogs 2007 Sept \4.dcc 
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i• ':, . ,; .;t . ' ·;; ' 
:_.:"·'"~.":_ --~~- ,:.:;;: _. - .. · --~;:-: " -· .,. 

I 
rap~"IW<Xl' ""'·m~noo Act Notice:. 
for infonnation, includingsugge 
20460. Do_notscnd tbefonn tot 

. 1'4,: 

lilllmat ttea'"' __ 
P.O::&x.390 -

tl!i1!1ission,' 

-: · -~-l':;~~i~cli~c Study· i:'/~mec 

_,, 

--
cction:or 
r,OPPET 

Ml<ID 
-Numb_er 

47089102 

47089201 

47089202 

47089301 

~ I . ;{4:;2 A-A> L 
47089304 

(/ p 
x:moiij/EPAdatamatrix/ AdvantageP\usDogs 2007 Sept 14.doo 

. , 

.. ,,. 

~-_ENyiRONM:J!NTAtPROl'ECTION AGENCY: 
~ou.{St'i'ecl-, s:y./._ · 
:-sm:o~. o:q: 2M60:Fonn 

:oCaV 
Divi. 

-. ~ .... 
' 

m-ittel: 

-
---

I t556 ---
11556 ---
11556 

11556 

11556 ---
!1556 ---
11556 

!1556 

OWN 

OWN 

OWN 

OWN 

OWN 

OWN 

OWN 

OWN 

i;U;S. I 

l·]'<ot_c: 

Ji))Q-Ktu, I 
IU~t>,..,.. 

J. 75898 -
J. 7SR93 

75894 

•. 75905 

0. 7590~ 

0. 75907 ---
A "~""'~ 

.. 75909 

~No. 2070-0060 

i .025 hoors per. response; 
Agen_cy, 401-M Strect. S.W., Washington, DC 

I P~gc II of!!-

--
~CAS'='I 

_ 0 Pyrip~xyfen, CAS= 95737-68-1 

d with Ali vantage Plus 20 for Dogs; 
1.v IU'-"">pk/Adult 

Submitted with Advantage Plus 20 for Dogs; 
1.0 mU6pkiChild 

ts 20 for Cats; 

I 
u-~······- ... ,.,,~,~-~ .. -·.us55forDogs; 
2.5 l ... _.,,_, ... 

~~vmm~ _,.,, •~•G"~b" • •~ JJ ,or Dogs; 
2.5 mU4PK/Adult 
Submitted with Advantage Plus 55 for Dogs; 
2.5 mU6PKIChild 
Submirted with Advantage Plus 55 for Dogs; 
2.5 mU6PKIAdult 
.Submitted with Advantl!ge Plus 100 for Dogs; 
4.01 ... ---~· ... 

~uommw Witn Anvanmge rms 100 for Dogs; 

" Report No. 75910 4.0 mU4PKIAdult 
"''--+--'"'"-+-"'"-"'-'-"-""""---------11-iso,bcmOiiitt;:;<d;;;~;;,;,;ho;Ar;d;:;vantage Plus 100 for Dogs· -

II :56 I OWN I ReoortNo. 75911 4.0 .. ,-... - .... 

11556 
OWN I ReoortNo. 75912 I "?~vu•:·~~.':.'~'.~'"''"%"' •US 100 for Dogs; 

Douglas A. Spilker 
EPA Affairs 

September 14,2007 
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Ill 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401MStrect.S.W. 
. WASHINGTON, D.C. 20460-Form 

Approved OMB No. 2070.0060 

PapelWOrkReduclion ActNoticb: The public repOrting burden for this coUecrion ofinfo!UlafiOII-is estitUated-to average 0.25 hours per response for registration activities and .025 honts per response 
for info!111ation, including sug&Cstions for reducing the burden to: Director, OPPE lnformatiori Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, S.W., Washington, DC 
20460. Do not send the fonn to the address. 

DATA MATRIX 
Date: August 15, 2007 EPA RcgNo.!FileSymbol: l1556·l32, 11556--135 Page I oflO 

I 155.6-133, l1556-134 

-
Bayer Health Care, LLC Prndnct: K9 Arlvantix® 10 for Dogs Ingredient: tmidacloprid, CAS l3826l-41-3 
Animal Health Division K9 Advantix® 20 for Dogs 
P.O. Box390 K9 Advantix® 55 for Dogs Permethrin, CAS= 52645-53-l 
Shawnee Mission, KS 66201-0390 K9 Advantix® 100 for Dogs 

Note 
Guideline Guideline Study Name MRID Submitter St."'tus Report Number Dcscriptton Reference Number 
Number 

.. . ' .. " . . ''-' ., .. --· 3125 PER ... .. .. 
3125 PER -··. 

. 
' 3125 PER 

3125 PER . . .. 3125 PER 

...... 3125 PER 
' 

. 

. . .. 3125 PER • . . . . 

. 3125 PER 

3125 PER .. 
3125 PER .. 
3125 PER - . 3125 PER .• 

.. . 3125 PER . 

-- --- ,__ 3125 PER . 3125 PER 

3125 PER .. 
3125 PER . .. 
3125 PER 

. 
3125 "• 

. 
PER 

. --, 3125 PER 
.. 

. 
11551\ OWN 

x:tuvitj/EP Adatamatrix!K9AdvanlixDogs2007 Aug15.doc 0811512007 
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B 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M Street, S.W. 
WASHINGTON, D.C. 20460 Form 

Approved OMB No. 2070-0060 
Paperwork Reduction Act Notiee: The public reporting burden for'this collection of information is estim:1ted to average O.iS hours per response furregistrntion activities .and .025 houm per response 
for information, including suggestions for reducing the burden to: Director, OPPE lnfbrmatioli Management Division (2137), U.S. Environmcutal Protection Agency, 401 M Street, S.W., Washington, DC 
20460. Do not send the follll to tlte address. · 

DATA MATRIX 
Date: August lS, 2007 EPA Reg NoJFile Symbol: 11556-132, 11556-135 Page2ofl0 

- 11556-133, 11556-134 
Bayer Hrollh Care, LLC Product: K9 Advantix® 10 fur l){)gs Ingredient: lmidacloprid, CAS 13826141-3 
Animal Health Division K9 Advantix® 20 for Dogs 
P.O. Box390 K9 Advantix® 55 for Dogs Penncthrin, CAS"' 52645-53-1 
Shawnee Mi:;sion, KS 66201-0390 K9 Advantix® 100 fur Dogs 

Nole 
GUideline Guideline Study Name MlUD Submitter Status Report Number Deseription Hefere'lec Number 
Number 

,,_ 
3125 PER -. . 

'' 3125 PER 
.. 

' 
. . 3125 PER 

- 3125 PER 
.. 

3125 PER 
3125 PER . ·•' 3125 PER ·-
3125 PER . 

3125 PER 
3125 PER 

. 
3125 PER 
3125 PER 
3125 PER 

... 

3125 PER 

. 3125 PER 
3125 PER 
3J25 PER . 

. 3125 PER 
' . 

. 
' ' . 3125 PER . 

,, .· .. 3125 PER 

x:moiij/EP AdatamatrixiK9AdvantixDogs2007 Aug15.doc 081\5/2007 
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II 
UNITED STATES ENVIRONMENTAL I'ROTECTION AGENCY 

401 M Street, S.W. 
WASHINGTON, D.C. 20460 Form 

Approved OMB No. 2070.0060 

Paperwork Reduction Act Notice: The-publi!l reporting burden foi this collection of information is estimated to average 0.25 hours pir response fOr registration activities aod .025 hours per response 
for information, including suggestions for redudng the burden to: Director, OPPE Jnfurmation Mnnagemcot.Oivision (2137}, u:s. Envirornnenll!J Protection Agency, 401 M Street, S.W., Washington, DC 
20460. Do not send the form to the address. 

D,\.TA MATRIX 

Date: August 15,2007 EPA Reg No.IFile Symbol: 11556-132, Jl556-135 Page3 ofJO 
11556-133,11556-134 

Bayer Health Care, LLC Produer: K9 Advantix® 10 for Dogs logredkot: Imidacloprid, CAS 138261-41-3 
Animal Health Division K9 Advantix® 20 for Dogs 
P.O. Box390 K9 Advantix® 55 fur Dogs Pennethrin, CAS"' 52645-53-1 
Shawnee Missfon, KS 66201-0390 K9 Advantix® 100 for Dogs 

Note 
Guideline Guideline Study Name MRID Submitter Status RepOrt Number Dl'..'l~ription 
Reference Number 
Number 

-:·:; .. 
3125 PER . 

' 3125 PER 
... . . . . . ... .. , ..... 

3125 PER 
. . . 

. 3125 PER ' ·-. . 
. .. 

" -· -.. . 
11556 OWN . 
11556 OWN 

. . - 3125 PER _.., 

·.c: . 3125 PER . . 
.. : . 

. . 

. 3125 PER 
3125 PER . 
3125 PER 

x:moiijiEPAdatamatrix!K9AdvantixDogs2007 Aug\5.doc 0811512001 
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II 
UNITED STAtES-ENVIRONMENTAL PROTECTION AGENCY 

401 MStreet,S.W. 
WASHINGTON, D.C. 20460 form 

Appr_oved OMB No, 2()70.0060 

Paperwork Reductio'n Act Notice; The public t'<:porting burden (or this co!!cction ofinfommtion is estimated tO average 0.25 hours per response for registration activities and .Ol5houn; per response 
for information, including suggestions fur reducing the burden to: Direclor, OPPE Information Management Division (2137), U.S. Envii"onmenta! Pmtectioo Agency, 401 M Street, S.W., Washington, DC 
20460. Do not send the form to the address. 

DATA.MATRIX 
Date: August 15, 2007 EPA Reg No./File Symbol: 11556-132, ll556-135 Page4of!O 

!1556-133, 11556-134 
Bayer Health Care, U.C Product: K9 Advantix® 10 for Dogs Ingrcditnt: lmidac!oprid, CAS 13826141-3 
Animal Health Division K9 Advantix® 20 for Dogs 
P.O.Box390 K9 Advantix® 55 for Dogs Permethrin, CAS= 52645-53-1 
Sh3\vnee Mission, KS 66201-0390 K9 Mvantix® 100 for Dogs 

Note 
Guidtline Guideline Study Name MRID Submitter Status Report Number I Description Reference Number 
Number 

': -"·"-''"' 

"'"""' 
--, ... , 
··V .,-
-·-1 

-,._ .. 

T I 3125 PER 

3125 PER 

3!25 PER 
11556 OWN 
3125 PER 

3125 PER 

I 3125 PER 

I 11556 OWN 

;.·moiij!EP Adatamatri:dK9AdV3lltixDogs2007 Augl5. doc 08/)512007 
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II 
UNITED STATES EN'liRONMENT AL PROTECTION AGENCY 

401 MStn:ct,S.W. 
WASHINGTON, D.C. 20460 Form 

Approved OMB No. 2070.0060 

Papcrv.·ork-Reductio·n-Act Notice: The public reporting burden· fOr this collection of infb~matiorr is. estimated to average 0.25 hours per resp<~nse for registration activities and .025 hours per response 
for iofonnatiorr, illcludingsuggestions for reducing tbc"burdcn to; Director, OPPE Information Mimagement Division (2137), U.S. Eovironmcnl:II'Protcction Agency, 401 M Street, S.W., Washington, DC 
20460. Do not send the fonn to the address. 

D=tc: August 15, 2001 

Bayer Health Care. LLC 
Animal Health Division 
P.O. Box390 
Shawnee Mission, KS 66201-0390 

Guideliuc Goideline Stndy Name MlUD 
Reference Number 
Number 

c 

.': 

x:moiijfEP Adatama1rixiK9Adv:m1ixDogs2007 Aug!S.doc 

DATA MATRIX 

EPA Reg NoJFlle Symbol: 11556-132,11556-135 
11556-!33, 11556-134 

Product: K9Advantlx®IOforDogs 
K9 Advantix® 20 for Dogs 
K9 Advanti~>® 55 for Dogs 
K9 Advantix® 100 for Dogs 

Submitter 

3125 

3125 

3125 

3125 

11556 
3125 

3125 

St.11us 

PER 

PER 

PER 

PER 
0WN 
PER 
PER 

3125 l PER 

3125 
11556 

3125 

3125 

3125 

PER 
OWN 
PER 

PER 

PER 
11556 l- owN 
3125 \ PER 

3125 PER 

3125 PER 

115.56 
11556 
11556 

3125 

3125 

3125 

OWN 
OWN 
OWN 
PER 

PER 

PER 

Note 

Report N ombcr 

. ·o·. 

Page5ofl0 

Ingredient: Imidacloprid, CAS"' 138261-41-3 

Permcthrin, CAS"' 52645-53-1 

I Description 

. 

08115fl001 
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II 
UNlTED-SfATES ENVIRONMENTAL PROTECTrON AGENCY 

40lMStreer,s;w. 
WASHINGTON, D.C. 20460-Form 

Appro~ OMB No. 2070-0060 

Paperwork Reduction Aci No lice: Th&public reponing burden fur this colleetiori ofinfurmation is estimated to average 0.25 hours per response for registra\ion activities and .025 hours per response 
for information, including sugsestions for reducing !he bll!'den to: Direc\or, OPPE !nformalion Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, S.W., WliShington, DC 
20460. Do not send the fonn to the address. 

DATA MATRIX 

Dale: August 15,2007 EPA Rtg NoJFile Symbol: 11556-132,11556-135 Page6ofiO 
11556-133, 11556-134 

Bayer Health Care, LLC Product: K9 Advanti)(@ 10 for Dogs Ingredient: lmit.lacloprid, CAS 138261-41-3 
Animal Health Division K9 Advantix® 20 for Dogs 
P.O. Box.390 K9 Advantix® 55 for Dogs Permethrin, CAS= 52645-53-1 
Shawnee Mi:;sion, KS 66201-0390 K9 Advantix® IOO·for Dogs 

Note 
Gnideliue G!!ideline Study Name MRID Submitter Status Report Number I Descriptioo Refereuce Number 
Number 

,:, " . . 
3125 PER ' -,., . 

,-.-!, .. . 
-.. ·· ... ' ' •' ... -. . ,.,_ 

3125 PER 
,, . 3125 PER 

. 
3125 PER . . . " 3125 PER ' 

3125 PER . 
. 3125 PER . 

' ... 
3125 PER 

3125 PER 

3125 PER 

·-· 3125 PER 
. 

3125 PER ' .. 
3125 PER 

3125 PER 

3125 PER 

3125 PER 

' 
. 3125 PER 

. 3125 PER ' 
' .. 3125 PER 

' . .. 3125 PER ' 
' . ' . ' " . 

3125 PER 

·x:moiij!EP Adat:unatrixiK9Advau1ixDogs2007 Aug15.doc 08/1512007 
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111 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M Strect, S.W. 
WASHINGTON, D.C. 20460 Form 

Approved OMBNo. 2070-0060 

Paperwmk Reduction ActNolice: The· public reporting burden for this collection ofinfor:matiou is eslimalcd to-avemge 0.25 hoW5 per response for registratiou activities and .025 hours per response 
for information, including suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, S.W., Washington, DC 
204ti0. Do nol send the fonn to the address. 

DATA l\1ATRLX 

Date: August 15, 2007 EPA Reg NoJFile Symbol: 11556-132, 11556-l35 1'1lgc7ofl0 
11556-133, il556-134 ,_ 

Bayer Heallh-Care, LLC Product: K9 Advantix® 10 for Dogs Ingredient: lmidacloprid, CAS 138261-41-3 
Animal Health Division K9 Advantix® 20 for Dogs 
P.O. Box 390 K9 Advantix® 55 for Dogs Permethrin, CAS"' 52645-53-1 
Shawnee Mission, KS 66-201-0390 K9 Advantix® 100 for Dogs 

Nole 
Guideline Guideline Sludy Name MRID Submitter St:ltus Report Number ! Description Refenmcc Number 
Number 

.. .. .. - 3125 PER . - . .. /-- <;· - -3125 PER - .. 
3!25 PER -

" 
3125 PER -

- 3125 PER 
-·· ·-

3125 PER . 
3125 PER .. .. 

3125 PER 
.. __ 

.. 
3125 PER 

3125 PER 

3125 PER 

3125 PER .. 

-. ,, 3125 PER 
- 3125 PER 

. ~· ... 
11556 OWN --

- 11556 OWN 
·' -~- : 11556 OWN 

11556 OWN .. 
11556 OWN -

·- 11556 OWN 

x:moiijiEPAdatamatrixiK9AdvantixDogs2007 AuglS.doc 0811512007 
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a . . 
.· 

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
401 M Slicet, S.W. 

WASHINGTON, D.C. 20460 Fonn 
ApprovedO:MB Nn. 2070-0060 

PaperWO[I::RcductionActNotice: The publicr¢1iorting·.burden fo[ Uris eoUcctfun ofinfurmation is-estimated to-avcrage0.25 hours per response-for [egistration activities and .025 hours per response 
fur information, including suggestions for reducing the burden to: Director, OPPE Infiumation Maoagemerd Division (2137), U.S. Environmental Protection Agency, 401 M Street, S.W., Washington, DC 
20460. Do not send the form to lhe address. 

DATA MATRIX 
Date: August 15, 2007 EPA Reg No./Fite Symbol: ll556-l32, ll556-135 PageS of!O 

11556-133, ll5.56-134 

~· 
Bayer Health Care, LLC Product: K9 Advantix® 10 for DI:Jgs Ingredieot: Imidoctoprid, CAS= 133261-41-3 
.~sdmal Hcall.h Division K9 Advantix® 20 for Dogs 
P.O. Box390 K9 Advantix® 55 for Dcgs Permethrin, CAS= 52645-53-1 
Sb:nvnee Mission, KS 66201-0390 K9 Advall!ix® 100 for Dogs 

Note 
Guideline Guideline Study Name MRID Suhmitter Sta.IIIS Report Number Deseription 
Refcrcoce Number 
Nun1ber 

... 

._,.,, •. '•· . '., .. 11556 OWN . . . . ~ .... 
-·-. 11556 OWN .. ' 

- ' - --' 11556 OWN 
11556 OWN 
11556 OWN ,. 

11556 OWN 
I 1556 OWN . 
67505 PER 

. 
67505 PER 

' 11556 OWN 
' 

_, 
. 11556 OWN 

- -·· . 
11556 OWN 
11556 OWN ' 

' ' 
' . 
... ... ·: . . . .. . ' . . .. 

' . 

. i: 
' 

' 
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1!1 
UNITED STATES- ENVIRONMENTAL PROTECTION AGENCY 

401 M Street, S.W. 
WASHThiGTON, D.C. 20460 Form 

Approved OMB No. 2070.0060 

Paperwork R.t:ductiou Act Notice: The public reportiilg burden fortliis,coii.Xtionofinforruation is estiinated to average 0.25 hours per response for regislration activities and .025 hours per response 
for information, including suggestions for reducing !he burden to: Director, OPPE InfOrmation Management Division (2137), U.S. E'nvironmental Protection Agency, 401 M Street, S.W., Washington, DC 
20460. Do not send the fonn to the address. 

DATA MATRIX 
Date: AugUst 15,2007 EPA Reg NoJFile Symbol: 1\556-132,11556-135 Page9of!O 

11556-133,11556-134 

Bayer Hcalih Core, LLC Product: K9 Advantix® 10 for Dogs Ingredient: \midacloprid, CAS- 13826141-3 
Animal Health Division K9 Advantix® 20 for Dogs 
P.O. Box390 K9 Advautix® 55 for Dogs Pell!lethrin, CAS= 52645-53-1 
Shawnee Mission, KS 66201.()390 K9 Advantix® 100 fur Dogs 

Note 
Guideline Guideline Study Name MRID Submitter Status Report Number 1 Description Rt"ference Number 
Numb~r 

I :_ .. : ;: --

,,, 

--
~--

x:moiij!EP AdatamatrixfK9AdvantixDogs2007 AuglS.doc 0811512001 
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a 
UNITED STATES ENVI!tONMENTAL PROTECTION AGENCY 

401 MStteet,S.W. 
WASHINGTON, D.C. 20460 Fonn 

. Appmved OMS. No. 2070-0060 

Pilpei'W{)Jk Reduction Act Noli= The public reporting biirden"fur this eol!eetiou of information is estimated to average 0.25 hours per response forregistrntion·activities and .025 hours per rJ:Sponse 
for information, including suggestions for reducing the burden· to: Director, OPPE Information Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, S.W., Washington, DC 
20460. Do not send the fbrmto the address. 

DATA MATRIX 
Date: August 15, 2007 EPA 'Reg No.!Fi!e Symbol: il556-132, 11556-135 Page 10 of!O 

11556-133,11556-134 

Bayer Health Care, LLC Produ~t: K9 Advanttx® Wfor Dogs logredleot: Imidacloprid, CAS l3826J-41-3 
Anima! Health Division K9 Advantix® 20 for Dogs 
P.O. Box390 K9 Advantix® 55 for Dogs Pennethrin, CAS"' 52645-53-1 
Sbawnee Mission, KS 66201..0390 K9 Advantix® WO for Dogs 

·~ 

Guideline 
Note 

Guidelioe Study Name MRID Submitter Status Report Numbu I Description Referen~e Number -
Numb~r 

--'ii·: ... ;:;:!:.[: .. 
· .. ·, 

;., . 

!:;-_· 

. :~C:· 

f---
•.-;--o 

--

J{Ja.4A,_/L August 15,2007 Douglas A. Spilker 
Manager, EPA Regulatory Affairs Signature 

LL v 
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Baver Crop Science 

February 28, 2007 

Document Processing Desk 
Office of Pesticide Programs (7505P) 
U.S. Environmental Protection Agency 
Room S-4900, One Potomac Yard 
2777 South Crystal Drive 
Arlington, Virginia 22202-4501 

Attention: Mr. Tom Harris (PM 01, RD) 

Re: Letter of Authorization: lmidacloprid 
Bayer Health Care LLC, Animal Health Division (BHC)
Advantage® Plus Application for Registration 

Dear Mr. Harris, 

( 

Bayer CropScience LP (BCS) hereby authorizes the Agency to refer to any 
research and/or test data on our active ingredient imidacloprid (the active 
ingredient in ADMIRE® and PROVADO") in support of the applications for 
registration of Advantage® Plus 9 (EPA File Symbol: 11556-REA), 
Advantage® Plus 18 (EPA File Symbol: 11556-REO), Advantage® Plus 10 
(EPA File Symbol: 11556-REI), Advantage® Plus 20 (EPA File Symbol: 
11556-REL~ Advantage® Plus 55 (EPA File Symbol: 11556-RET) and 
Advantage Plus 100 (EPA File Symbol: 11556-RGN), submitted by Bayer 
HealthCare LLC, Animal Health Division (BHC), P.O. Box 390, Shawnee 
Mission, KS, 66201-0390. 

Furthermore, BCS and BHC are wholly owned subsidiaries of Bayer 
Corporation. Both companies seek product registrations for products 
containing the active ingredient imidacloprid. Any confidential business 
information released by the Agency in data evaluation records or other 
documents for company number 264 can be disclosed without restriction to 

Bayer CropScience 
2 T.W. Alexander Dnve 
P. 0. Box i2014 
Research Triangle Park 
NC 27709 
Tel: 919 549-2000 

' ' ' the BHC, company number 11556. In addition, the Agency is authorized to ~ c ~ ~ ~ ~ 
refer to any research and/or test data submitted under company number 264 itf c ~ 
support of applications for registration from Bayer Health Care LLC, Animal '' ~-' '~ 
Health Division (BHC), company number 11556. '''' 

' < ~ ~ 

' " 
' ' 

' ( < ' ( 
' ' 

( ' ' ' ' 

' ' < < 

''' ( 
' ' ( < 

~ < < < 

' ' 
" 
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( ( 

Please contact me at jamin.huang@bayercropscience.com or at 919-549-2634 if you have any 
questions regarding this submission. 

Sincerely, 

Jamin Huang, Ph.D. 
Product Registration Manager 

CC: Doug Spilker, Ph.D., Bayer Health Care LLC, Animal Health Division 
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McLAUGHLIN GORMLEY KING COMPANY 
88101CnthAvenueNOith • Minneapolis,MN5S427-4319 U.S.A. 
763-544-C341 • 800045-6466 • Fax763-544-0437 • www.mjjt.aJm 

February 28, 2007 

Mr. Tom Harris, Acting PM 1 
Office of Pesticide Programs (H7504P) 
U.S. Environmental Protection Agency 
Room S-4900, One Potomac Y an! 
2777 South Crystal Drive 
Arlington, VA 22202-4501 

Subject: Bayer Animal Health 

Dear Mr. Harris: 

( 

This letter serves as authorization, in accordance with our agreement with the registrant, to refer 
to the following data submitted by McLaughlin Gonnley King Company to EPA for the subject 
company's registration. 

MGK Efficacy Data: MRID#45086801 ·Submitted to EPA Reg. No. 1021-1619 

Registrant's Product: Advantage® Plus 9 
Advantage® Plus 18 
Advantage® Plus 10 
Advantage® Plus 20 
Advantage® Plus 55 
Advantage® Plus 100 

EPA Reg. Nos.: 11556-REA 
11556-REO 
11556-REI 
11556-REL 
11556-RET 
11556-RGN 

Although this is authorization to rely on MGK data for the subject company's subject registration, 
absolutely no data of a confidential nature is to be disclosed to them. "' , ; 

<<~< ~ '' ~c 

Sincerely, 

McLAUGHLIN GORMLEY KING COMPANY 

Julie B. Schlekau 
Registration SPecialist 

Quallty Products Since 1002 

' ' ' . ' ' . 
' t c ' ' ' 
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!Fee for Service! 

ys 

{807420r-

This package includes the following for Division 

' New Registration :; AD 

c·: Amendment 
cJ BPPD 

•'RD ~ 

Studies? ·Fee Waiver? 
[I] \, Risk Mgr. 

Vvolpay % Reduction: (o% 

Receipt No. s-·1 807420 I 
EPA File Symbol/Reg. No. I 11556-REI I 
Pin-Punch Date: I 3/9/2007 I 
-- - - --- -
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1!11[11[11111 

,--·---- ---- -- --- --·-·-----~--- ·- ----- ----- -- -~ r-- ----··----~----·------·-- ----, 

This package includes the following l ' for Division I 

J '1 w Registration ° AD 

I 
~------------·------~[ 

~mendment CBPPD 

I o Studies? ° Fee Waiver? I 
I 

1 Risk Mgr. l6jl 
l~lpay % Reduction: dEJ.<>.J L L:"..LJ 

l Receipt No. . S-~====~===1-] 
/ t:PA File Symbol/Reg. No. I {rn7o--_ IL.J;:;t_ tD-2-t.)TJ'r<!) 
I Pin-Punch Date: c= J frb2 I 1 

L____ _ ·----·--- I 

0 This item is NOT subject to FFS action. 

~-----Action Code· i \Pa.rent7c!1iidoecisions: 1 

I Requested: . /I cJ-.-l <>1- /I.S17.-k.-~ I 
1 Granted: I rL3 f./ I I 1 

L d II I 
Amount Due: $ 9 f!: u 

1 

L-----~--

Date: Reviewer: ____ ___::(:::·~+y::..=u;==------
Remarks: 
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( 
UNIT~. 3TATES ENVIRONMENTAL PROTECTIO,< AGENCY 

WASHINGTON, D.C. 20460 

March 23,2007 

PLEASE RETURN A COPY OF THIS LETTER WITH PAYMENT 

OPP Decision Number: D-215323 
EPA File Symbol or Registration Number: 11556-REI 
Product Name: Advantage Plus I 0 for Dogs 
EPA Receipt Date: 09-Mar-2007 
EPA Company Number: 1!556 
Company Name: BAYER HEALTH CARE LLC 

TERRY MCNAMARA 
BAYERHEALTHCARELLC 
ANIMAL HEALTH DMSION 
PO Box 390 
SHAWNEE MISSION, KS 6620!-0390 

OFFICE OF 
PREVENTION, PESTICIDES AND 

TOXIC SUBSTANCES 

SUBJECT: Receipt of Registration Service Fee Voluntary Payment Notice 

Dear Registrant: 

The· Office of Pesticide Programs has received your Notice oflntent to Submit Voluntary 
Payment for the action described below. 

The Action has been identified as Action Code: R31.1 

NEW PRODUCT;NON-FAST TRACK (INCLUDES REVIEWS OF PRODUCT 
CHEMISTRY;ACUTE TOXIC!TY;PUBLIC HEALTH PEST EFFICACY);Reduced Fee: 
Linked to PRIA Application; 

The net amount due was calculated by detennining the fee associated with this action (from 
the March 17, 2004 Federal Register Notice). Any previously submitted tolerance fees were 
subtracted from this amount. This amount was further reduced in proportion to the amount of 
work that has been done on the action prior to March 23,2004. 
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You may be eligible for a f~ .. or partial waiver ofthe registration s~v1ce if, for example, you 
qualify as a small business or are applying for a minor use, or if your application is solely 
associated with an IR-4 tolerance petition. Please be advised that if you intend to request a 
waiver, you must do so in writing within 15 days of receipt of this invoice instead of remitting 
the amount indicated below. OPP will not consider waiver requests after the registration service 
fee has been paid. Information regarding eligibility and how to request and document a fee 
waiver is available on the OPP Fee for Service web site at www.epa.gov/pesticides/fees. 

Please remit payment in the amount of: $ 945 to: 

By USPS: 
USEP A Washington Finance Center 
Pesticide Registration Service Fee 
PO Box 360277 
Pittsburgh, PA 15251 

By Courier: 
U.S. EPA Washington Finance Center 
Pesticide Registration Service Fee 
C/0 Mellon Client Service Center 
500 Ross Street, Room 670 
Box 360277 
Pittsburgh, P A 15251-6277 
Attn:. EPA Module Supervisor 
Telephone: (412) 236-2294 

All payments must be in United States currency by check, bank draft, or money order drawn 
to the order of the Environmental Protection Agency. To ensure proper credit, please write the 
OPP DECISION NUMBER on your check, and enclose a copy of this letter with your payment. 

If the Agency does not receive certification of payment of this voluntary fee within the next 
90 days, the Agency will presume that you no longer want this action to be considered under the 
Pesticide Registration Improvement Act (PRIA). The Agency would then return this action to its 
place in the registration queue with other pending actions not subject to the decision time review 
period requirements ofPRIA. 

If you have any questions, please contact the Pesticide Registration Service Fee Ombudsman 
at (703) 305-6249. 

Sincerely, 

~ 1 ·l?f/J ({Df) 
Lois Rossi, n· ector 
Registration Division 
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